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BACKGROUND RESULTS

v In the last years, almost 30% of PLWH discontinue 1st- Among 8,061 PLWH included, 320 (4%) experienced one of the DTT-defining events (75% had 2
line ART (21 drug) and 12-20% of PLWH interrupt 2nd- discontinuations, 18% had 1 VF + 1 discontinuation, 7% had 2 VF).
line ART (= 1 drug) within 1 year, . | . | | .
S Table 1 — Patients’ characteristics Estimates of becoming difficult-to-treat
Treatment fallures to modern ART regimens are of Difficult to treat  Not difficult to treat Overall population
. . . - - P-value - v' Estimated probability of becoming DTT:
(n=320) (n=7741) (n=8061)
COncern’ as they mlght Ilmlt fUture drug OptIOnS and Female gender, n (%) 61 (19.1%) 1412?178.2%) 0.709 1473 (18.3%) p y g
lead to clinical failure Age, median (IQR) 43 (36, 50) 39 (31, 49) <.001 40 (31, 49) 6.590 (950/0 Cl| 5.8- 7_40/0) by 6 years.
Mode of HIV transmission, n(%)
v Real world e_stimates of rate o_f multiple failures to ity 2 ﬁif@ ) 8 22;312@ ) oors 28 22.91;/2 ) v PLWH with advanced HIV disease
modern regimens are lacking and long-term offlf/rﬁﬁfﬁ'm 141 (44.1%) 2895 (37.4%) 3036 (37.7%) (CD4<200 and/or AIDS) were 2,402
; 17 (5.4%) 03 (6.6%) 20 (6.5%) ,
COnsequenceS remailn unCIear' CDC stage C, n(%) 557(157.2%) ?63 (9.9%) <0.001 8518 (10.51%)

5 04)" '
HCV Ab, n(%) 130 (71.9%) 772 (74.6%) 5004 (74.5% (30%). more frequently females, infected
negative 33 (10.3%) 438 (5.7%) 0.002 471 (5.8%)

HBsAg, n(%) : :
Psh, 54 (70.4% 5177 (79.8%) VN Italians, older and had greater viral load

0.824

positive 1(0.3%) 13 (0.2%) 14 (0.2%) .
; ; ; missing 65 (20.3%) 1551 (20.0%) 1616 (20.0%) than PLWH without advanced HIV
Prlmary ObJeCtlve Nadir CD4+, ceII/ImImc, median (IQR) 285 (104, 453) 348 (164, 510) <0.001 346 (160, 508) _
: : ' CDA4+ at BL, cell/mmc, median (IQR) 305 (105, 473) 355 (167, 534) <0.001 353 (163, 532)
To estimate and characterize the proportion of Viralload, lg10 copies/mL, median . ) B disease.
_ _ e - (1GR] .93 (4.34, 5. 72 (4.11, 5. . 73 (4.12, 5.
SUbJeCtS defined as “difficult to treat” in recent Time from HIV diagnosis to date of 1(1, 12 1(1,6 0.186 1(1,6 v  PLWH with advanced HIV disease had
years starting ART, months, median (IQR) o 1 (1,6) ' (1,6)
Calendar year of BL, median (IQR) 2014 (2013, 2016) 2016 (2015, 2018) <0.001 2016 (2015, 2018) - - _
Not Ita\llian nationality,ln(%) 97 (30.3%) 4171 (53.9%) <.001 4268 (52.9%) hlgher aHR Of OECOmIng DTT (aHR_lBO;
Anchor drug started
NNRTI 37 (12%) 1469 (19%) <.001 1506 (19%) 95% CI 0.98-1.74, p:0.072) when
STU DY D ES I G N A N D I\/I ETH O DS PI 149 (47%) 1568 (20%) 1717 (21%) .
INSTI 134 (42%) 4704 (61%) 4838 (60%) compared to PLWH without advanced HIV.
Study population: adult HIV+ pts enrolled in Icona Outcomes of difficult-to-treat patients
Foundation Study starting a modern ART, defined as: Matched analysis performed in 286 DTT and 572 matched-unexposed.
[ 2NRTI (TAF, TDF, ABC, 3TC Or FTC) + DRV/ b qd . Outcome: time to 1st of two consecutive VL>50 . 104 Outcome: time to discontinuation of >=1 drug for toxicity/failure . Outcome: time to VF or discontinuation due to toxicity/failure
or + any INSTI or + DOR or + RPV oof 3t 5 T mcnstunmposed | | 5 o2 o S e | N Y —
* DTG+3TC - - L
Classified as “difficult to treat” (DTT) If, after starting
ART, experienced =1 of the following events: ] . 3
) 22 VF (VF defined as 2 consecutive viral load, g os-
VL>50 copies/mL) with or without subsequent ART N N o e o o e
change; e 34 n I eed = T
i i) 2 2 tre a't m e nt d i S CO n ti n u ati O n S d u e to (I) 1 \Z(ears from startgi)ng new regime:; 5 6 : 1 f(ears from start;?ng new regime‘r: 5 6 i 1 \Z(ears from starts;ng new regime:: i i

toxicity/intolerance/failure on 2 different regimens;

Outcome: time to new AIDS or death (all causes)

) =21 VF followed by ART change plus 21 treatment . e —wmiees | Figure 1 — Cox regression model for VF, discontinuation, treatment
discontinuation due to toxicity/intolerance/failure. failure or clinical failure
% ] VF
ime to fulfill DTT definition at its first occurrence (index Difficult to treat (vs. - — 323133 3.73)

date) was estimated using the Kaplan-Meier method. matiched unexposed)
We then identified PLWH who, after the same time from g | Piscontinuation due to toxicity/intolerance/failure . 234 (1.49, 3.66)
starting ART, were still free from DTT events. In a subset N ra'g;gggéouggj;é‘gd) T 154(0:90,2.64)
o rt:s;ree;vh?hzubtsreeg uenty inriteiigeodn:enegvetrvevg men, e R P S R VRS —— eotiss aem
(exposed) and matched unexposed with respect to the o r[r)mlgtlgﬁgcjoutr:gj;é\gd) T RO
following endpoints: P e s smmmsemsl | o o death (all causes)
> VE 5%,; Difficult to treat (vs. . S 222 Egﬁ: g:ggi
» discontinuation of >1 drug due to 9 matched unexposed)

. .. . _ ° SNAE or death (all causes)

|ntolerance/tQX|C|ty/fa|Iure, | Difficult to treat (vs. -l 2.89 (1.38, 607
» treatment failure (composite of VL>200 cp/ml or : matched unexposed)

discontinuation of =1 drug due to ‘ 0,01 0,10 1,00 10,00 100,00

intolerance/toxicity/failure); AR T S S T AHR [95%Cl]
» clinical failure: AIDS/death, SNAE (serious non-AlDS

event)/death. CONCLUSIONS
Statistical analysis:

» Chi-square test for categorical and non-parametric A total of 6.5% of PLWH who started a modern first-line ART satisfied our

Mann-Whitney test for continuous variables; . Co.. C . . :
> Weighted and standard unweighted survival analysis arbitrary definition of DTT by 6 years from ART Initiation. This appears to be a

by KM curves and Cox regression model were  Mmore vulnerable PLWH population who may experience a higher risk of

employed, adjusted for age, VL at ART starting,  tregtment and clinical failure in the long-term.
calendar year of ART and nationality.
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