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Risk factors for treatment-limiting toxicities in patients starting nevirapine-containing antiretroviral therapy.

Anouk Kesselring', Ferdinand Wit?, Caroline Sabin®, Jens Lundgren*, John Gill>, Jose Gatell®, Andri Rauch?, Julio Montaner®, Frank de Wolf', Peter Reiss? and Amanda Mocroft?

on behalf of the Nevirapine Toxicity Multicohort Collaboration.

1. HIV Monitoring Foundation, Amsterdam, the Netherlands, 2. Department of Infectious Diseases, Tropical Medicine and AIDS, Academic Medical Center, University of Amsterdam, Amsterdam, the Netherlands, 3. University College London Medical School, Royal Free Campus, London,
UK, 4. Rigshospitalet and University of Copenhagen, Copenhagen HIV Programme, Copenhagen, Denmark , 5. University of Calgary, Calgary, Canada, 6. Infectious Diseases & AIDS Units, Hospital Clinic, University of Barcelona, 7. Division of Infectious Diseases, University Hospital
Bern and University of Bern, Bern Switzerland, 8. British Columbia Centre for Excellence in HIV/AIDS, St. Paul's hospital, Vancouver, BC, Canada

Contact: Anouk Kesselring, HIV Monitoring Foundation, Meibergdreef 9, 1105 AZ, Amsterdam, The Netherlands. Email; A.M.Kesselring@amc.uva.nl

This collaboration of 7 observational clinical cohorts investigated risk factors
for treatment-limiting toxicities in both antiretroviral naive and experienced
patients starting nevirapine-based combination antiretroviral therapy (NVPc).

cART after 1 January 1998.

Table 1. Baseline characteristics of 10369 patients starting nevirapine-based

* In adjusted Cox analyses, compared to naive patients with a low

Treatment naive patients

» Patients starting NVPc after 1/1/1998 were included.

» CD#4 at starting NVPc was classified as high (2400/mm?/2250/mms3 for
males/females respectively) or low.

Cox models were used to investigate risk factors for (1) discontinuation of
NVPc due to toxicities or patient/physician choice at any time (TOXPC,
n=10,186), (2) TOXPC occurring within 18 weeks and (3) discontinuations
due to hypersensitivity reactions (HSR) in cohorts with detailed information
on reasons for discontinuation (n=6,547).

Patients were classified according to prior antiretroviral treatment
experience and CD4 / viral load at start NVPc.

Models were stratified by cohort and adjusted for age, gender, ethnicity,
nadir CD4 count, calendar year of start NVPc and mode of transmission.

Median time from starting NVPc to TOXPC and HSR were 162 days(IQR

.

Treatment experienced patients

CD4 count, treatment-experienced patients with high CD4 and viral
load>400 had a significantly increased risk for TOXPC (HR 1.27, CI

LowcDa  Highcpa  (ANTP LORTOL Lo et

Total 3051 796 1865 1349 853 2272
Female N (%) 841(28) 456 (57) 360(13) 161 (6) 361 (13) 612 (22)
Prior AIDS diagnosis 617 (20) 127 (16) 720(39) 580 (43) 243 (29) 653 (29)
Country of origin N (%)

Europe/USA/Australia 1543 (51) 354 (45) 1208 (65) 935 (69) 565 (66) 1622 (71)

Africa 1021(34) 304 (38) 337(18)  235(17) 142 (17) 344 (15)

Asia 913) 13(2) 52 (3) 312) 25 (3) 62 (3)

Other 396(13) 125 (16) 268 (14) 148 (11) 121 (14) 244 (11)
IDU 222 (7) 59 (7) 325(17) 128 (10) 108 (13) 169 (7)
Hepatitis B 81(@3) 17 2) 103 (6) 52 (4) 34 (4) 104 (5)
Hepatitis C 129 (4) 33 (4) 234(13)  105(8) 87 (10) 144 (6)
Start NVP after 2002 1209 (40) 251 (32) 398(21) 566 (42) 131 (15) 853 (38)
Age (yrs) 37(32-43)  33(29-39) 30 (34-45) 41 (36-49) 37 (32-44) 40 (35-47)
Plasma HIV RNAstart - g 4 3.50) 43(3549) 45(3850) 1.7(1.7-19) 3.7(2.9-43) 17 (1.7-18)

NVP (log,o c/ml)

1.09-1.49), TOXPC within 18 weeks (HR 1.34, Cl 1.08-1.67) and
HSR (HR 1.45, CI 1.03-2.03).

* In contrast, treatment-experienced patients with high CD4 and viral
load<400 had no increased risk for TOXPC (HR 0.89, CI 0.70-1.14),
TOXPC within 18 weeks (HR 0.94, Cl 0.78-1.13) or HSR 1.10 (0.82-
1.46).

Female gender, Asian ethnicity and more recent calendar year of
starting nevirapine were significantly associated with an increased
risk for all three endpoints.

* Higher nadir CD4 count was associated with a slightly increased
risk for all endpoints, for TOXPC the hazard ratio was 1.05, 95% ClI
(1.03-1.07).

Figure 1. Hazard ratios for toxicity and hypersensitivity reactions for treatment naive

and experienced patients stratified according to CD4 count and viral load.

» Intravenous drug use was significantly associated with TOXPC and
TOXPC within 18 weeks, but not with HSR.

» Age was only significantly associated with TOXPC, not TOXPC
within 18 weeks or HSR.
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