SHIFTING PARADIGMS: Doravirine's Potential in Treating Non-group M HIV-1, the DORAVI-O study
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BACKGROUND
According to the current HIV-1 virus classification, groups

O, N, and P (also called HIV-1 non-group M) are highly The DO RAVI'O Stu dy Cha.”enges /CONCLUSIONS -

The DORAVI-O study revealed wide

DYNAMICURE

genetically divergent from the pandemic group M. They are

also relatively rare and mainly restricted to West-Central Curre nt therapeUtIC reCOmmendatIOnS phenotypic susceptibilities of HIV-1/non-M to

Africa, where they account for 1% of HIV-1 infections. DOR, regardless of the natural presence of the

The natural genetic polymorphism of HIV-1 group O (HIV- fOr H IV' 1 g rO U p O Infe Ctl O n Y181C mutation. These preliminary results may

1/0) In the reverse transcriptase region harbors the Y181C

mutation, which Is associated with NNRTI resistance. oD . . : NNRT! : £ ! . By prompt a reconsideration of systematically
However, Doravirine's resistance profile challenges this Oravirine unigque resistance protile may allow Its use in ) excluding the DOR from the treatment regimen

assumption, as it remains effective against viruses with the 1/0, despite natural Y181C natural resistance mutation for some HIV-1/0 infected patients.

unigue Y181C mutation. | |
However, as the French ANRS algorithm failed

YBF18 DM

OBJECTIVES e Most of H‘V-l/O clinical strains showed phenOtyplc SUSCeptlblllty O to find mutations associated with phenotypic

- o 0 : resistance for some Isolates, we still have to

In clinical strains of HIV-1/non-M to non-M strains (beyond the reverse

To search for potential genotypic determinants associated e No clear correlation between genotypic prgfile and phengtypic transcriptase region or other regions ?) Site-

- - - directed mutagenesis assay would also enable us

with DOR phenotypic resistance resistance have been showed yet to study the impact of fic mutat
o study the impact of specific mutations
described for HIV-1/M viruses.
METHODS S, % y
% £ iff@ N able.1 : Synthetic results of phenotypic data obtained among the -1 non-M clinical isolates
6x10e6 human mononuclear &5 RESULTS — ;ytrain p_ - e —

cells from healthy donors were N e In total, 28 phenotypes were obtained from 26 group O strains, 1N, 1P strains respectively, and ~ AV1 97U jgentity  TMOPISM  oipgroyp Y191 1G50 (M)  WPT (%)
| | . . hlel 0 RBF130 R5 H C 0.204 87.3
infected with 100 TCID50 of | corresponded to Y181C isolates for 75% (Tablel). 0 BCF057 R5 T Y 0.619 84.6
supernatant of 28 HIV-1 non-M - Phenotypic susceptibility: 8 SEE?3; 22 E E };i §§§
- - ' 0 BCF006 DM T Y 2.67 97.8
strains  (Fig.1) for 2_ n, then i Seven (25%) isolates (60, 1P) had a FC > 1000 and were considered phenotypically resistant 0 BCF112____R5 : C 3.44 68.1
exposed to 5 Increasing 0 to DOR. From the 21 remaining strains the mean and median IC., were at 132.9 and 37.4 nM . : = " L
concentrations  of - Doravirine % respectively. Eight (28.5%) group O isolates had a FC < 1 and could be considered as N CcF1i3 RS H g 26 518
(0.1 to 1,000 nM) kindly £y, phenotypically highly sensitive to DOR. 0 BCF002 _ R5 - C 37.4 60.5
provided by MSD Laboratories L | | | g BYCBFFTBU Eg $ I e.i21 gg;
in quadruplicates at 37°C under b%@??ﬁé‘i?ﬁ?ﬁ?ﬁf;‘;ﬁ;fffﬁﬁ?!é‘_fﬁfiﬁi?'svt;ii’?i?{v“ﬁ%’Qfx%rzf’ Reverse transc.rl lase enetl.c. roflle.. | o | 0 BCF011 R5 T Y 130 71.7
59 CO2 for 3 to 4 days. (Neihboronng methr 500 boottps, kimura 2 parametrs Most of the strains were classified as intermediate for DOR sensitivity by the algorithm due to g gc:B;;[:?Q Eg - Z ;gg 32:‘21
Viral RNA tacted (E71 OF f " ot mutations A98G (96%) and Y181C (75%). 0 YBF26 R5 H C 232 75.9
dlra . V(\j/a; EXFF;C pec Fg ?agerl)fror?-uve;cl)memljl\?nl Notably, only one isolate (HIV-1/0O BCF108) expressed the mutations associated with DOR g mﬁg Eg " Z Z’?é ?‘j’:i
2nt. qualjllle. ytqd t _ (I:h o.uc;.eb-t of ] toi' 5-0 resistance (A98G, Y181C, G190A and H221Y) for HIV-1 group M, in accordance with its g BYCBFF11171 Eg i g ggg g‘;‘g
Igérga ° gglc) 0 oE e:mmg h'g't'm | I:/Icl)Drly COSCFET}CII'B.CIEH phenotypic resistance (IC., > 10,000 and FC > 1000). 0 BCF008 R5 - C 000 90 4
( ), maximum percentage inhibition (MP1) and Fo ange For the other strains there were no correlation between the mutations of the genotypic 8 ST 5 m E ;SES 6;,33

(FC calculated by comparing the IC., of the strain to the IC50

E

| | | prediction algorithm and the phenotypic susceptibility to DOR, suggesting the potential existence ,
of the reference strain M, set at 12 nM in the literature. . . . . . . 2 AR £2 = L =
| | | | of non-M viruses specific genotypic determinants not covered by the ANRS algorithm designed P RBF 168 R5 Y 0,000 34.4

Amino acid sequences of the reverse transcriptase region of tor M variants O BCF109 R5 H C 0,000 50.5
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