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Creating Possible

e Direct-acting antivirals (DAA) may interact with the usual treatment  Thisis aretrospective and observational study based on the electronic e Comedications recorded by the anatomical therapeutic classification
of patients with chronic hepatitis C infection.! medical reports from the BIG-PAC® database. (ATC). DDIs were classified according to the strength of interaction
e An exhaustive assessment regarding the risk of drug-drug interac- e The study population was =18 years old HCV patients treated with and the predicted clinical outcome.
tions (DDIs) is recommended in patients starting the DAA therapy sofosbuvir/velpatasvir [SOF/VEL] or glecaprevir/pibrentasvir [GLE/ : _
and the administration of other comedications.* PIB] between 2017 and 2020. Predicted clinical outcome
* In previous studies, we analyzed DDIs in the general population, * Demographicvariableswerecollected:age, sex; clinical:degree of fibro- 4 comedication 4DAA (#4)
but this sub-analysis focuses on patients infected with hepatitis C sis, presence of addictions or substance abuse; pharmacotherapeutic; Possible impact on safety
virus (HCV) with addiction to substances or drug abuse. and adverse events; type of direct antiviral prescribed, and co- 4 comedication (4
medication used.
e Confidence intervals (Cl) of 95% were used to estimate the population v DAA (v) Possible impact on efficacy
AI M parameters. For the analyses, the statistical software IBM/SPSS was
. . Val f p<O. ' istically signifi : o ‘ i i
- The objective is to describe drug abuse, frequent comorbidities, used. alues ot p 0.05 were considered StatlS.tha y signi Fant | Adverse events (AEs) potentially connected to DDIs were identified by
comedication and the associated risk of DDIs in patients with * Possible DDIs with DAAs were evaluated using the HEP interaction the ICD-9-CM, codes 990-995 and E930-E949 during DAA treatment
database (University of Liverpool).” period. The comedications associated to the AEs and their classification

addiction to substances or drug abuse and hepatitis C, treated with

direct-acting antivirals. were recorded.

STRENGTH OF INTERACTION el N\ I\IDI(672N=D) SIGNIFICANT INTERACTION WEAK INTERACTION NO INTERACTION
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Patients’ characteristics . Regarding DDIs, GLE/PIB patients had more potential DDIs with cardio- OQUtcomes of potential DDIs and Adverse

e The study included 985 patients with HCV infection and addiction to vascularcomedlcat.lck))n jchan S(?F/\(:EL paotlenr‘:s (368% VSB’?;/" ;espeg“velyl events (AE) associated to renin-
substances or drug abuse. 450 patients were treated with SOF/VEL (mean p <0.001) (Figure 3); being enalapril (4.4%) the most prescribed cardiovas- andiotensin aaents
306 . AEO - , o cular drug. g g

ge: 53 years; men: 65%) and 535 with GLE/PIB (mean age: 50 years; men:
65%). SOF/VEL patients had higher fibrosis status than GLE/PIBones (F3/4:  Figure 3. % prescribed Cardiovascular comedications with DDIs with DAA . ptantial DDIs with renin-angiotensin agents and GLE/PIB lead to potential
41.8% Vs. 29.7%, respectively; p<0.001). " increase in comedication exposure in 42.6% of cases, with a possible impact

 The percentage of patients with addiction or substances abuse are §§ 5 R on safety (Table 2 and Figure 5).
described in Table 1. SOF/VEL patients consumed more OpiOidS than GLE/ gg 30 Figure 5. Outcome of potential DDIs with renin-angiotensin
PIB patients (13% Vs 9%, p <0.05, respectively). 5 § =

* The mean number of comedications prescribed was 3.9 for SOF/VEL and §§ . i the GLE/PIB 426

a & 40 n the group, 42.6 %
2.1 tor GLE/PIB (p <0.001). §§ 10 13.7% " T increase patients treated with renin-
X S 0 comedication angiotensin agents shows
Table 1. Prevalence of additions in the study population i GLE/PIB  SOF/VEL ﬁ%ﬁ%ﬁfﬁ%ﬁﬁiﬁ?&?ﬁ/ﬁ?g aegélcgg)g/va) § : ﬁ](z:triggiilggt%?slﬁcc;rgtegi[c):!astion
10 concentration. No DDl is
Study groups | - GLE / I:IB SOF / VoEL To:al b value O expected between SOF/VEL
Number of patients, % 535 (54.3%) 450 (45.7%) 985 (100%) e As renin-angiotensin agents were the most prescribed cardiovascular 0.0% and renin-angiotensin agents
i comedication, this subanalisis will focus on this therapeutic group.
u Chronic alcoholism 105 (20%) 110 24%) 215 (22%) 0.068 P 9roup GLE/PIB SOF/VEL
* Regarding DDls, about forty percent (42.6%) of patients treated with
5%7 Opioids 47 (9%) 60 (13%) 107 (M%) 0022 renin-angiotensin agents patients and GLE/PIB were at risk of potential Percentage of patients treated with renin-angiotensin at risk DDIs increase
DDls, whereas none of them were at risk with SOF/VEL (0.0%) (table 2 comedication. Orange colour means potential significant interaction.
@ Sedatives-anxiolytics 136 (25%) 140 (31%) 276 (28%) 0.048 and Figure 4). . . . .
1 AE for the renin-angiotensin agents group was reported by a Family
. Table 2. Strength of potential percentage of patients at risk of DDIs and doctor:
‘ 0.981 octor:
@@' Cannabis 235 (44%) 198 (44%) 433 (44%) predicted clinical outcomes in cardiovascular drugs (CV). . . . o
~ . . - This AE was associated to enalapril within the GLE/PIB treated
@ Heroin 77 (14%) 80 (18%) 157 (16%) 0.148 g;‘?‘n_an otensin agents N*=54 N"=04 -While no AE was reported for the SOF/VEL treated group (0 AE/26
N [0/%) J A Enalapril (17/54 [315%]) WEEEQIRAILTALISA patients; 0%) (Table 3).
Th ¢ ibed di | A Irbesartan (2/54 [3.7%)]) ERLSESEEIN(OVZR[0X0y Table 3. Summary of reported adverse events (AE) by DAA.
e MOS rescripea caraiovascuiar :
di tp. 4 Olmesartan (3/54 [5.6%]) IOlaEIRCNOICTE NN Associated comedication to AE GLE /PIB SOF / VEL

comedaications ATelmisartan (1/54 [19%]) RELIEEROICENENN . . ] .

» The most frequent comorbidity was the cardiovascular (arterial hyper- Renin- Enalapril 5.9%; 1/17 0%; 0/26
tension, 153% & dyslipidemia, 11.6% respectively); followed by depressive  1OTAL patients at . angiotensin (%eAE; n/N), [respiratory] / [No AE]
syndrome (11.4%) and diabetes (9.3%) (Figure 1). risk DDIs increasing A (23/54 [42.6%]) (0/64 [0.0%)]) agents [AE] Dose reduction No Action

comedication \ T
trat **IN [% . .
Flgure 1. Prevalence of comorbidities in the study population. concentration (n**/N [%]) AE: adverse events reported; n: number of patients with reported AE;
s _ Only renin-angiotensin comedication showing DDIs with any of the DAA were N: number of patients with the corresponding prescription comedication.
2y " included in this table.
*§§ ? A :Increase comedication. n**: number of patients on treatment with the corres-
SE . The most frequent ponding drug. N*- number of patients who had prescriptions renin-angiotensin c 0 N c LU s I o N S
£8 COﬂ;QrbiditiTS were comedications. Percentages (%) were estimated as the number of patients
83 = cardiovascular: - S - o - -
S € 2 arterial hypertension prescribed eqch act/ye‘/ngred./ent (n‘ ) W/lfh DDIs with any pDAA, over the . : : :
nylterial - Dyslipidemic Depressive Diabetes and dyslipidemia total population receiving renin-angiotensin drugs (N*). Ea rdiova S(;U lar d(ljsza S?S (j I’tteIa| A
Patients with both arterial hypertension & dyslipidemia correspond to 5.1% (n=23) Flgure 4. Percentage of potential DDIs of DAAS with Renin-angiotensin ypertenSIOn an yS Ipl ) em Ia) Were t e :
agents most frequent comorbidities in patients with

* The more prescribed cardiovascular comedications were renin-angiotensin HCV infection and addiction to substances

agents (33.9%), diuretics (19%), beta blockers (15.8%) and lipid-lowering Comedications with DDIs  Comedications without DDIs

agents (15.8%) (Figure 2). or drug abuse.

Figure 2. Cardiovascular comedications prescribed SOF/VEL n=0 0% " Renin—angiotensin comedication was

the most prescribed cardiovascular
comedication. SOF/VEL doesn’t interact with
w  w e w w0 e e w renin-angiotensin agents.
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Renin-angiotensin agents _ ° _ 5
were thegr’nost prescgribed GLE/PIB n=23 42.6% n=31 57.4%

cardiovascular comedication.
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Use of cardiovascular
therapies (%)
o

3.4% 3.2%

=12 Y Potential DDIs: drug-drug interactions; n: number of patients prescribed * Potential DDIs between renln'ang|0ten5|n

renin-angiotensin agents. Percentages (%) of prescribed rennin-angiotensin dge nts and GLE/PI B, led to an Increase In
Renin-aagnegni?stensin Diuretics Beta blockers Lipigéc;\é\{tesring Calcti)ulgg:ﬁggnnel &]aergggzl Antihypertensives Con?ed/.ca.t/.on W/th or W/T{?OL/tpO.te/?t/a/ DDIs with DAAS, calculated over the total the CO med |Cat|O N eXpOSU re, Wlth 3 pOSSI b | e
renin-angiotensin agents” prescription.

Most of patients were treated with: |m paCt on Safety.

renin-angiotensin agents, diuretics, beta blockers and lipid-lowering agents.
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