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Occurrence of Hypersensitivity Reaction and Hepatotoxicity
in Patients Receiving Integrase inhibitors
Results from the EuroSIDA study.
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Objectives Table 1. Characteristics at baselinel - —
Hypersensitivity reaction (HSR) and hepatotoxicity are rare but - D
potentially serious side effects of antiretroviral use. We aimed to — 220 s Zackn D 28y
establish the incidence of discontinuation due to HSR and hepatotoXiCity s vsu 403 d0s) 106 (00 104in 10040 15 080
among dolutegravir (DTG), raltegravir (RAL) and elvitegravir (EVG) USErs. oo iost  1eraes (o esaon 13(ss o1sn
C'Z?E}?;'ft'z - 447 (36.7) 89(29.6) 113(3L7) 41(51.9) 204 (42.4)
Methods s 52(43) 15(50) 14(39) 1(L13)  22(4.6)
HIV-positive people aged >16 years who started DTG, RAL or EVG ropioaml (%0 sB4(r26) 241(80) 267(750) 57(122) 319(663)
between 16/1/2014-31/12/2015 were included and divided into four eatoant nC:-.:ZImm3 o ((‘;71?) 5 ((552?) o ((ﬁ?) . ((163;) 25127((14021;
groups: DTG with or without abacavir (ABC) and EVG/RAL with or without  iNsTinaive 962(79.0) 249 (82.7) 229(643) 73(924) 411 (85.4)

ABC' The reasons for discontinuation for persons Who discontinued any §::?acrl1uc(:g:tﬂ}2,eg:rizlr:i(::-l:lsnti(rngwhg;;ez;t(]i2igir:)éephalopathyorIiver-relalteddea\th, myocardial infarction, stroke, coronary artery bypass
. . . . . graft, coronary angioplasty, carotid endarterectomy, and end-stage renal disease [90]

antiretroviral for any reason were independently reviewed. After review,

the incidence of discontinuation due to HSR, hepatotoxicity and severe

. . . Figure 1. Adjusted odds ratios of starting DTG compared to RAL/EVG
skin rash within each group was calculated.

Characteristics aOR (95%Cl)
Ra:l?)n-white vs white 0.61 (0.43,0.88) ——
HIV exposure group
Results o i e ]
Basehne CharacterIStICS Heterose.xufa\l 0.99 (0.69,1.42)
) . ] O‘ther/M|ssmg 1.22 (0.76,1.98) —1
e 1217 people started DTG, RAL or EVG during 700 PYFU, with a median | fgererauere 035 (025,046 .
follow-up of 0.5 (Interquartile range [IQR]: 0.3—0.8) years per person. North O e
Table 1 East and East central 0.19 (0.12,0.30) ——
* . . Snézl::zﬁtStatus 0.74 (0.53,1.02) ——
e Of these, 657 started DTG (301 with ABC, 356 without) and 560 Fomer 051083130 —
started RAL/EVG (79 with ABC, 481 without). Table 1. Unknown 067 (046,099 o
e Those who started DTG, RAL or EVG were mainly male (75%), white eewepemaes 0O

0.125 0.25 0.5 1 2

(86%). Over half were aged over 50 years, half had a CD4 > 350 odels were adusted for age, gender, BMI and al factors shown n figurs 2OR (95%Cl)
cells/mm3 (50%) and 73% had a HIV-VL <400 copies/mL. Table 1.

e Less than 10% were cART naive and 79% were integrase inhibitor Figure 2. Crude incidence rates of discontinuation by reason
. 35
naive. Table 1. “Total
30 oDTG
E 25 ORAL/EVG
Factors associated with starting DTG vs RAL/EVG &52 % %
e Adjusted odds of DTG relative to RAL/EVG use was lower in people of 2815
non-white ethnicity, who contracted HIV through injecting drug use s 10
(IDU); and who were treatment naive. Figure 1. 5 %
. . i S = 1 = 1
 Lower adjusted odds of DTG use was observed in those from © hcases o verswmmioy sev;fsehskm Other causes  Unknown
Argentina, Southern, East and East Central Europe. Figure 1.
Number of events
Total 139 2 0 0 104 33
o o o o DTG 51 1 0 0 42 8
Incidence of discontinuation. RAL/EVG 88 1 0 0 62 25

 The rate of discontinuation for any reason in DTG treated patients
was 15.0 (95%Cl: 11.4,19.7)/100 PYFU and in the RAL/EVG treated e
group was 24.6 (95%Cl: 19.9,30.3)/100 PYFU, P<0.01. Figure 2.

e After review, only two discontinuations were due to HSR (one each oo e
from DTG without ABC and RAL/EVG without ABC) Figure 2. Both HSR
discontinuations were in treatment experienced patients, and one
was integrase inhibitor experienced.

e There were no discontinuations due to hepatotoxicity or severe skin
rash. Figure 2.
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Conclusion
Early results indicate that the frequency of discontinuation due to HSR in  iissiiiinain s dlleat i bt
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users of integrase inhibitors is low and no discontinuations due to
hepatotoxicity or severe skin rash were observed. The study will continue
to monitor these events for another three years.

Funding: EuroSIDA was supported by the European Union’s Seventh Framework Programme for research, technological development and
demonstration under EuroCoord grant agreement n° 260694. Current support includes unrestricted grants by ViiV Healthcare LLC, GlaxoSmithKline
R&D Limited, Janssen Scientific Affairs, Janssen R&D, Bristol-Myers Squibb Company, Merck Sharp & Dohme Corp, Gilead Sciences. The participation
of centres from Switzerland was supported by The Swiss National Science Foundation (Grant 108787). The study is also supported by a grant [grant
number DNRF126] from the Danish National Research Foundation.

Download poster at: www.chip.dk

***

EuroSIDA



http://www.eurocoord.net/
http://dg.dk/en/

	Slide Number 1

