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Low LEVEL OF BASELINE RESISTANCE TO INTEGRASE INHIBITORS L731,988 AND
L870,810 IN RANDOMLY SELECTED SUBTYPE B AND NON-B HIV-1 STRAINS
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Figure 3. Dose-dependent susceptibility of wild-type HXB2D and recombinant E92Q Figure 5. FC distribution of patient plasma-derived recombinant clones towards 731,988, L870,810 and Table erview and prevalence of amino acid substitutio
and T66I virus stocks to L731,988, L870,810 and TMC114. Data points represent the TMC114. Clones were classified according to clade and resistance to RTIs. Boxplots show the minimum FC, d b d t b t d th INI t
average + standard deviation of 6 independent experiments. Q1 FC, median FC, Q3 FC and the maximum FC. O symbols indicate outliers (outside 1.5 interquartile range). escribed to be associated wi resistance,

Figure 2. RT-IN nucleotide-based phylogenetic analysis of clinical isolate-derived
BACKG RO U N D clonal recombinant virus stocks. Clones are numbered according to the patient
sample they originate from and colored in blue or grey if phenotyping was successful

VircoTYPE™ analysis (version 4.1.00).

RESULTS

From 47 patient samples, a total of 89 clonal recombinant virus stocks were selected for

further genotypic and phenotypic analysis (Fig. 2 and Table 1).

Table 1. Overview of patient and clonal samples used in the analysis. The presence of

RTl resistance (VircoTYPE™) is indicated by +. If applicable, the number of patient

samples is shown between brackets.

clade B C 14_BG | 11_CPX|03_AB | D | 10_CD | 01_AE| A1 | G |02_AG  total
n patients 26 6 2 1 1 1 1 1 1 1 1 47
n clones 51 1 5 4 2 2 1 1 1 1 1 89
RTl resistance | +(9) | +(2) + + + + |+ +

\

* The 1Css for HXB2D were 1.5 + 0.3 uM for L731,988,
2.8 + 0.6 nM for L870,810, and 3.9 + 0.9 nM for TMC114
(Fig. 3). Phenotypic testing of E92Q and T66! mutants
showed, respectively, a ~6-fold and a ~2.5-fold
decrease in susceptibility to L731,988. Activity of
870,810 on E92Q was reduced by ~10-fold, while no
fold change (FC) effect was observed on T66I. Finally,
E92Q and T661 mutants did not show decreased
susceptibility to TMC114.

Comparison of ICs, and FC values of recombinant clones
containing identical RT-IN or IN sequences showed the
overall reproducibility of the antiviral experiments
(Fig. 4).

In general, patient plasma-derived recombinant virus
stocks showed no baseline resistance to both INIs
L731,988 and L870,810 (Fig. 4). Only & clones, derived
from patient sample 13 (subtype B and RTI-sensitive),
contained slightly increased FC values for L731,988.
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that of non-B subtype samples for L731,988 and
L870,810 (Fig. 5). Further, the median FC of RTI-
sensitive samples was slightly higher than the median
FC of RTI-resistant samples for both L731,988 and
L870,810.

 Sequence analysis of IN only revealed 39% variable
positions (111 out of 288 amino acids, excluding
variability at the 289 stop codon, Fig 4). None of the
positions inthe HHCC motif, the LEDGF/p75
interaction site, and the catalytic DDE triad were
found to be polymorphic.

Several IN polymorphisms known to be associated
with INI resistance were detected: V721, L741, T97A,
A128T, Q148H, V1511, K156N, E157Q, V165I, V201I,
1203M, T206S and S230N (Fig. 4 and Table 2). However,
these amino acid changes did not have a significant
effect on susceptibility to L731,988 and L870,810
(Fig. 4).
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