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Baseline characteristics of the enrolled pts (N=409)

Age, median (IQR) 35.5 years (7.8-44.8)
Male, N (%) 346 (84.6%)
Italians, N % 357 (87.3%)
Infection < 1 year , N (%) 
Acute infection, N (%) 

188 (46%) 
23 (5,6%)

Risk factor for HIV transmission, N (%)
sexual route

of whom MSM
368 (90.1%)
213 (57,9%)

Baseline CD4 cell count, cell/mm3 median (IQR) 364.0 (162.0-510.0)
Baseline log10 HIV-RNA , median (IQR) 4.72 (4.07-5.32)
Coreceptor tropism R5, N (%) 331 (81%) 
Non-B strains, N (%)

CRF01_AE, N
149 (36.4%) 
4 (1%)

§ Subtype B HIV- 1, with in the
group M, is the most frequent
subtype in the Am eric as, Wester n
Europe and Australasia.

§ CRF60_BC, is the most frequent
in our area as a consequence of
a recent outbr eak am ong MSM.
CRF02_AG is the s econd m ost
prev alent subty pe ci rcu lating in
Italy after subtype B.

In desc ending or der of frequency, mutations wer e: S375T (13.0%); M426L (6.74%); M434I
(2.94%); M475I ( 2.68%); S 375H ( 1.57%) S375M (0.79%) and L116P (0.31%). A204D was never
detected.
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§ It was als o
found in C
subtype,
unl ike
previous study.

§ Reasonable explanation of S375T > 
S375H/M:
Ser à 1 transversion à Thr
Ser à 1 transversion + 1 transition à His
Ser à 2 transversions à Met
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post hoc analysis for positions 375 and 426
p<0,025

Entropy difference in subtype B: R5 variants vs non-R5
(Hb= non-R5, Hq= R5)

§Fostemsav ir (FTR), prodrug of Temsav ir, is a nov el attachm ent inhib itor under inv estigation, targeting the HIV-1 gp120. It is activ e regar dless of v ira l trop is m
and subtype, except for the CRF01_AE, group O and HIV-2. Up to now, there is no evidenc e of in vitro cross-res istance wit h other clas ses of antiretr ovir a l
drugs, therefore FTR has the potential to be used in highly-treatment experienced population with unmet medical needs.
§So far, some substitutions of the highly variable HIV-1 gp120 were found to be associated with an altered susceptibility to FTR.
§The aim of our study is to inv estigate the pres enc e of envelope (env) substitutions at “hot” positions assoc iated wit h resistance to FTR in patients newly
diagnosed with HIV-1 infection and to eventually correlate env substitutions according to HIV subtype and tropism (CRT).

§In this s ingle- cent er study (2008-2017), gp120 s equences fr om 409 patients ( pts) with newly diagnosed HIV- 1 inf ection were retros pective ly analyzed. Cl in ica l
isolates wer e class ified as eit her B and non-B s ubtypes ( REGA-3 system). CRT was inferr ed wit h the g2p algorit hm (FPR 10%) and durat ion of HIV inf ection
estimated based on the proportion of ambiguous nucleotides in RT/PR (e.g. ≤0.2%: recent infection).
§The frequency of the fo llowing m utations for FTR res istance was ass essed: L116P (325 sequenc es), A204D (370 seq), S375H/M/T (382 seq), M426L (282 seq),
M434I (238 seq), M475I (112 seq). Other amino acid changes at the same positions were also recorded.
§Variabil ity at each am ino ac id posit ion of gp120 in C1- C4 s ubdomains of s ubty pe B v iruses was als o ev aluated using S hannon entropy. Entropy of R5 vi rus es
versus non-R5 viruses was compared by means of Entropy-2 tool.
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§ For pos ition 375,
sign ific anc e was
steered by S 375T,
comparing both
R5 vs non- R5 and
B vs non-B
viruses.

§ A trend of
sign ific anc e was
pres ent at
posit ion 426 in B
vs non-B vi rus es
comparison.

§ For each s ubdomain,
entropy difference was
diversified: only in C2,
sign ific anc e was observed
in both populations, while
for the 3 remain ing
portions, it seemed that the
entropy difference was
sign ific ant on ly in one gr oup
compared to the other one.

§ No signific ant difference in
the am ino acid var iabil ity
was obs erved for any of the
substitut ions pr eviously
studied, with the only
exception of position 375 in
the C3 domain where a
sign ific ant variabi lity was
dem onstrat ed in R5-
viruses.

§ C4 domain s howed a lower var iabil ity possibly bec aus e C4, being bur ied into a
hydr ophobic pock et, stays in a s afe plac e against the selectiv e pr essur e of the
host immune response.

qGp120 substitutions that may prejudice susceptibility to FTR were detected in different subtypes and in both R5 and non-R5 variants.
qDespite the great variability of gp120, the overall frequency of known mutations for FTR resistance was low.
q In B subtype, the predom inant mutation was S375T, whose role in reducing FTR efficacy is much less substantial than L116P, S375H and M426L, whic h, convers ely, were detected in a smaller

proportion of subjects.
qWe bel iev e that FTR might be considered a pr om ising ther apeutic option for a lar ge tar get of patients. It would be worthwhile to inv estigate additional mutations potentia lly r educing FTR effic acy in a

larger scale.

50 59
62

87 23
1

34
1

26
7

26
8

27
8	

27
9

23
3	

23
4	

23
5

22
6

20
0 25

324
3

29
4

28
8	

28
9

28
4

36
1

35
7	

35
8	

35
9 3

7
5

37
0

37
9	

38
0

42
9

38
2

C1

C3 C4

C2

(H
b-
Hq
)

(H
b-
Hq
)

(H
b-
Hq
)

(H
b-
Hq
)

S375T 
The most frequent detected substitution


