Une patiente avec charge virale
guantifiable persistante a bas bruit
- Caen

InterCorevih
Bretagne — Normandie
19 janvier 2023



Madame X née le 02/08/1950

e Découverte de séropositivité VIH en juin 2005 (A3), sous-type Al
* Retraitée

e Antécédents

* Transfusion sanguine en 1990

* Petit poidsjusqlu'é I’age de 35-37 ans: 45 kg puis traitement d’une infertilité, 65 kg a I'age de 40 ans, 77 kg lors de |la
découverte de l'infection VIH

 Endométriose avec atteinte colique: colectomie partielle
* HTA, diabete de type Il

e Cardiopathie hypertensive

* Ménopause en 2005

* Zonaen 2006

e SAS non appareillé, ronchopathie physiologique

* Tabac, alcool =0

* HLA B5701: négatif

* Sérologie toxoplasmose: I1gG +

e Sérologie CMV: IgG+

» Sérologie VHC négative, Ac HBs >1000 Ul/mL
» Sérologie syphilis: négative



Historique thérapeutique

* 05-10/10/05 : ténofovir, emtricitabine, lopinavir/r -> arrét pour intolérance
(77 kg)

* 11/06 — 05/07: ténofovir, emtricitabine, lopinavir/r -> arrét dyslipidémie
(80kg)

* 05/07 — 07/09: ténofovir, emtricitabine, atazanavir/r (100 kg)
e Consultation de nutrition en 2008: (100 kg)
 (dyslipidémie et intolérance des statines)

* 07/09 — 03/10: ténofovir, emtricitabine, atazanavir (105 kg)

* 03/10 - 12/11: ténofovir, emtricitabine, raltégravir (110 kg)

e Octobre 2010: Sleeve gastrectomie (indication théorique a un Bypass mais ATCD
chirurgicaux abdominaux -> Sleeve)

* Hépatite cholestatique et cytolytique se majorant apres introduction de Raltegravir



Historique thérapeutique

» 12/11 — 03/13: ténofovir, emtricitabine, atazanavir (86 kg)
* 03/13 — 03/14 : ténofovir , emtricitabine, rilpivirine (épargne IP) -> DFG a 48
* 03/14 — 04/20: abacavir, lamivudine, rilpivirine (95 kg)

e Hépatite au paracétamol

* 04/20 — 01/21: TAF, emtricitabine, bictegravir -> prise de poids, dégradation
de la fonction rénale

* 01/21 —-12/21: abacavir, lamivudine, rilpivirine
e 12/21 —07/22: abacavir, lamivudine, rilpivirine, raltegravir
* 07/22 - : abacavir, lamivudine, rilpivirine

Autre traitement: Aténolol, Enalapril, Lercanidipine, Calcium, Colecalciferol,
Ezetimibe, Pravastatine, Metformine



Evolution immuno-virologique
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Absence de contrdle virologique

e Observance

* Concentration résiduelle de rilpivirine:
e 2021:120 ng/mL (80+/-37 ng/mL)
e 2018:194 ng/mL
e 2017:261 ng/mL

* Concentration résiduelle de Bictegravir: 5129 ng/mL (2610 +/- 919 ng/mL)
* Concentration résiduelle de raltégravir:

e 2011: 251 mcg/L
e 2010: 190 mcg/L



Absence de controle virologique

* Interactions médicamenteuses?

Eﬁ"ﬁmﬂ 17 January 2023
Antirgtroviral Treatment Co-madications
Abacavir (ABC) Arenolod
Lamivieding {3TC) Calcium supplements
Rilphvirine (RPW) Colecalciferol (Vitarmin D3) [alone]
Enalapril
Erarirmikme
Lercanidipine
Metfarmim
Pravastatin

Thies report lsts the summaries of potential imteractions (Le "red”, "amber” and “yellow™ dasifications] for the drugs in the
Tatda above

Interactions with & "gresn” or "gray” classification {i.e. no clinically significant interaction or no clear data) hawve been cheched
and are listed ar the end of this repor, bur summanes are not shown

For full details of all interactions, see waw. hiv-druginteractions.org .
Description of the interactions

Patential clinically significant interacticn - likely to require additional manitaring, alteration of drug dosage
ar timing of administratian (AMBER)

Rilpivirine (RPY] + Calcium supplaments

Coadministration has nat been studied. Calcium is eliminated throwgh faeces, urine and sweat. Cosdministration with
caleium supplements containing calcium carbonate may decrease rilpivirine concentrations due o reduced absarﬁ:im
due to gastnic pH increase. Caloum supplements containing calcium carbonate should be administered at least 2
before or 4 h after rlpivirine.

Paotential weak interaction - additional action/monitoring or dosage adjustment is unlikely to be required
PYELLOW])

Lamivudine (3TC) + Atenolal

Coadminisiration has not been studied. Atenolol s mainty eliminated unchanged by the kidrey, bath by glomerular
filtration and active secretion via the renal transporters OCT2 and MATEL. There is potential for competition with
larmivudine for elimination via renal transport proteins, which may lesd to increased concentrations of either drug.

Abacavir (ABC) + Pravastatin

Lamivudine {3TC) + Ezetimibe

Abacavir (ABC) + Enalapril

Lamivudina (3TC) + Enalapril

Abacavir (ABC) + Calcum supplements
Lamivudine (3TC) » Calcium supglerments
Abacavir (ABC) + Lercanidiping



Juin 2021

Mo dossler 106 30ER0Z2 Médecin Dr Dargere Date prélévement 16082021
servh MALADIES
ID Patient demandsur gl:EEhI:I_".TIELISES CHU  Charge virale 111 cpdmL
Sous-type Al
2OBIdE Reverse Transcriptase i ik No dossier 1063068022 Médecin Dr Dargere Date prélévement 18/06/2021
Range | Color | Inberpretalion Service MALADIES
Epivir / Emirival Lamivudine | 1 5 - Susceptible ID Patient d de INFECTIEUSES CHU Charge virale 111 ep/mL
Esnbricitabine [3TC_FTC) Amanaur CAEN
ZiagenE Abacaic (ABC) 1 5 - Susceplible Type de Pl Sous- Al
Istravir (I5L) 1 S - Susceplible prélévement asma us-type
Viread® Tenalovr Alafenamide (TOF_TAF) 1 & - Susceplible
Retrovir Zidavudine (Z0V) 1 5 - Susceplible Extra Parameters
Mon-Nucleoside Reverse transcriptase Inhibitors (NNRTI)
Drug | Mutstions it Range | Color | Inberpretation IDNS Version v3_11_0r4(r32389)
Dewanring (DR} | 1 S - Busceplible Drug Resistance ANRS Algorithm version 2020.31/sg/b
Sustival Slocrin® Efavirenz (EFV) 1 § - Susceplible Algorithm
Inislence Etravirine THIC 125 [ETR) 1 & - Susceplible Algorithm fingerprint clecOc728e8fd9a2e69dcecd340d2484
Viramun s@ Nevirapine (NVF) * 1 S » Susceplible
Rilgivirine (RPV] 1 & - Susceplible
Protease Inhibitors (PI)
Drug | Mutations st Range | Coloe | Intemretation Mutations PR 31, 13V, 20R, 350, 386l, 37D, Mutations RT 5V, 118, 35T, 39N, 601, 121H,
Reyatasd J Monvird 3000100 Atazanair | 1 & - Susceplible 41K, 43R, 69K, 89M 1235, 135T, 162C, 173A, 177E,
Ritonair (ATY_RTV) 196E, 196G, 2004, 207A, 211R,
Prezista® | Narvie 600/100 BID Darunawic 1 § - Susceplible 2118, 214F
TEGTS4FFonmiar (0, BT BT Mutations IN 10E, 11E, 11D, 11A, 311, 741,
Prezista® | Narvielh B00/100 OO Danurdvi 1 S - Susceplible
mc114.‘Mmi1DRU_RW_DDT " o 111K, 11T, 112V, 113V, 119T,
- - 1195, 1235, 125A, 127K, 134D,
A companent of Kaletra® Lopinawir [LPVY) | 20R 1 S » Susceplible 136Q. 136R. 2011, 222K 222N
Agtivus® | Nondr® SO0200 Tipraravir 361, GAK, BoM 3 R - Resistance ’ ' : ' '
Ritonavir (TPY_RTWV) ** 232D, 234\, 283G, 286N
Integrase Strand Transfer Inhibitors (INSTI)
Drug [ Nhutations st Range | Color | Interpretation
Bactegranir (BIC) T4l 1 § - Susceplible
Cabodegravr (CAB) T4l 1 5 - Busceplible
Dolulegravir BID (DTG_EID) T4l 1 S « Susceplible
Diclulegravir OO (DTE_00O) 74l 1 5 - Susceplible
Elvitagravir (EVG) | T4l 1 § - Susceplible
IsenyessE Rallegravir (RAL) T4l 1 S - Susceplible

For provires DMA, impact of stop codons and G->A mutations on ARV resistance is unknown.
"l In prezence of mutation 385 in AT for HIV.1 subtvos C. Neviraoines (WVP) interoretation should be conzidersd as resistant



2020

No dossier 0122776912 Médecin Dr Dargere Date prélévement 23/12/2020
Service MALADIES
ID Patient demandeur INFECTIEUSES CHU Charge virale 112 ep/mL
CAEN
Type de Plasma Sous-type Al No dossier 0122776912 Médecin Dr Dargere Date prélévement 23/12/2020
prélavement MALADIES
605 arse Trans Bitors ID Patient ::fvlcn INFECTIEUSES CHU Charge virale 112 cp/mL
mandeur CAEN
Range | Color | Interpretation Typed

Epivir® / Emtriva® Lamivudine / 1 S - Susceptible ° Plasma Sous Al

Emtricitabine (3TC_FTC) prélévement e

Ziagen® Abacavir (ABC) 1 S - Susceptible

slatravir (ISL) i S - Susceptible Extra Parameters

Viread® Tenofovir Alafenamide (TDF_TAF) 1 S - Susceptible

Retrovir® Zidovudine (Z0V) 1 S - Susceptible IDNS Version v3_11_0r1(r32289)
Non-Nucleoside Reverse transcriptase Inhibitors (NNRTI) 2gg£:sistlnce ANRS Algorithm version 2020.31/sg/b

orithm

Dirug Mutations list Range | Color | Interpretation

Allgorithm fingerprint c0ecOc728e8fd9a2e69dcecd340d2484

Doravirine (DOR) 1 S - Susceptible

Sustiva® Stocrin® Efavirenz (EFV) 1 S - Susceptible

Intelence® Etravirine TMC125 (ETR) 1 S - Susceptible

Virmuno® Novirapine (NVF) * ! 8- Suscapiible Mutations PR 31, 13V, 20R, 35D, 361, 37D,  Mutations RT 5V, 11S, 35T, 39N, 601, 121H,

Rilpivirine (RPV) 1 S - Susceptible 41K, 43R, 69K, BOM 1235, 135T, 162C, 173A, 177E,
Protease Inhibitors (P1) 200A, 207A, 2118, 214F

Drug Mutations list Range | Color | Interpretation Mutations IN <not determined=>

Reyataz® [ Morvir® 3000100 Atazanawir 1 S - Susceptible

Ritonawir (ATV_RTV)

Prezista® / Norvir® 600/100 BID Darunavir 1 S - Susceptible

TMC114 / Ritonavir (DRV_RTV_BID)

Prezista® | Norvir@ 800100 QD Darunavir 1 S - Susceptible

TMC114 f Ritonavir (DRV_RTV_QD)

A component of Kaletra® Lopinavir (LPWr) 20R 1 S - Susceptible

AptivuzE | Norvin® 500200 Tipranawir 361, 69K, 89M 3 R - Resistance

Ritonavir (TPY_RTV)**




20195

o dossier Di0R00E044 Madezin Danges Dt pridbvemant 23HVE1E
Sand MALADIES
I Pathai :I:EEETIE.EBGHU Chafga virsa PEE cpMDEE casll
T""'I e Sang EDTA Benrs-typa Al
Nuchoaise Rirarsa Transeriglion initalors (MATT)
[ Vhiwdors ind | Pasga | Color | inimrprebwian
Eprvistt ) Exvirts® Lirmivudinn ¢ 1 - Euscapbbla
Errictstbine (1T FTC
[r——yrr——rrTe 1 - Buscapbbla
Wil Tasofovr Aafenamcs [TOF_TAF] I - Suscupbble
Pakrerast Fkowodhen (70 1 - Buscapbbla
Hon-Huckesice R riplase Inhibiors [NHATIY
Drug riaseors ot | Pamga | Coler | inrpratation
Doranvris (CXHE) 1 - Buscapbbla
Sumbvait Slocanl Efavirass (EFY] 1 - Buscapbbla
Inmiencel® Evaviors TMC123 (ETH) 1 5 - Suscupbble
irsrusell Rarvicapina (HUP) 1 - Euscapbbla
Feiigrvisrm (1) D - Buscapbbla
Protaasa leisers [P)
Drug uiaiors inf Inqi [rERgT———
Faryatack | ol 3000100 Alsssrrer 1 - Buscapbbla
Py ATY_RTV
Prastitulll | Morerl 500/ 520 BI0 Darsrnr I - Suscupbible
THAC 114§ Rilosanie [DRV_ITY BT}
Praztibull | Morerll B0/ 400 OO Darsrenr 1 - Euscupbbla
THIC 14§ Rilonanvis (DY 001
e —p —TE——— T T 1 - Buscapbbla
Apist | MonarBl 500250 Tiprarsner ¢ 36, EIK, B3 E [re————
Py {TP_RTW) ™
Innlag; Earand Translar Inhibilors (INBT1)
bng utwsora it Iﬁqi Calor | inimrpretais
Bickagraves (BIC) 1 & - Buscapbbla
Cabiclugrinar [CAS) 1 - Suscupbble
Doslugrara BID JOTS_ Bl 1 - Buscapbbla
Dostegrarar OO JDTG_005 1 - Buscapbbla
E g | EVG) 1 - Buscapbbla
Inambuxslt Hatugeavr [HAL) 1 - Euscupbbla
For provicus DA, impact of stop codons and S o ARV

No dossler 9102006044 Médecin Dargere Date prélévement 23/1022019
Service MALADIES
1D Patient Hermandaie g&:EES.TIEUSES CHU Charge virale 166 cp/10E6 cell
de

;"‘P’” Sang EDTA Sous-type At

Extra Parameters

IDNS Version v3_9_0(r31580)

Drug Resistance ANRS Algorithm version 2018.2%sg/'b

Algorithm

Algorithm fingerprint aB552aaab15daf%ec3319a73c%e 1585e7

Mutations PR 31, 13V, 20R, 35D, 361, 37D, Mutations RT 5V, 118, 35T, 39N, 601, 121H,

41K, 43R, 69K, 89M 1238, 135T, 162C, 173A, 177E,

200A, 207A, 2118, 214F, 245Q,
248D, 250€, 251D, 277K, 291D,
2921, 293V, 294T, 326V, 3350

Mutations IN 1117, 112V, 113V, 1238, 1254,

127K, 134D, 136Q, 2011, 232D,

2341



2018

No dossier 8081389935 Médecin DARGERE Date prélévement 08082018
Service MALADIES
ID Patient d INFECTIEUSES CHU Charge virale 383 cpMOEG cell
emandaur
CAEN
Type de
préla ant Sang EDTA Sous-type Al
Nucleoside Reverse Transcriptase Inhibitors (NRTI)
Drug Mutations list Range | Color | Interpretation
Epivir® / Emtriva® Lamivudine / 1 S - Susceptible
Emtricitabine (3TC_FTC)
Jiagen® Abacavir (ABC) 1 S - Busceptible
iread® Tenofovir Alafenamide (TDOF_TAF) 1 5 - Susceptible
Retrovir® Zidovudine (ZDV) 1 5 - Susceptible
Non-Nucleoside Reverse transcriptase Inhibitors (NNRTI)
Drug Mutations list Range | Color | Interpretation
Daraviring (DOR) 1 5 - Susceptible
Sustiva®, Stocrink Efavirenz (EFV) 1 5 - Susceptible
Intelence® Etravirine TMC125 (ETR) 1081 1 5 - Susceptible
Viramuned® Nevirmpine (NVP) * 1 5 - Susceptible
Rilpivirine (RPY) 1 S - Susceptible
Protease Inhibitors (Pl)
Drug Mutations list Range | Color | Interpretation
Reyataz® [ MorvinE 300100 Atazanavir [ 1 5 - Susceptible
Ritonavir (ATV_RTV)
Prezista® | Norvir® 600100 BID Darunavir 1 S - Busceptible
TMC114 ! Rifonavir (DRV_RTV_BID)
Prezista® ! Morvir) 800/100 QD Darunavir 1 5 - Susceptible
TMC114 [ Rifonavir (DRV_RTV_0QD)
A compaonent of Kaletra® Lopinavir (LPWVT) 20R 1 5 - Susceptible

Aptivus® [ Norvir® 500/200 Tipranawir / 361, 69K, B3M
Ritonavir (TPV_RTV) **

R - Resistance

No dossler 8081389935 Médecin DARGERE Date prélévement 08/08/2018
Service MALADIES

ID Patient % ; z;r-‘EE:TIEUSES CHU Charge virale 383 cp/10E6 cell

Type de

prélovement Sang EDTA Sous-type Al

Extra Parameters

IDNS Version

Drug Resistance
Algorithm

Algorithm fingerprint

Mutations PR

Mutations IN

v3_8_1r1(r31140)
ANRS Algorithm version 2018.28/sg/d

35341ac2f82bff446dcaed9dba6e7bf5

31, 13V, 20R, 35D, 36, 370D, Mutations RT 5V, 118, 35T, 39N, 54K, 54N,

41K, 43R, 69K, 89M 601, 1061, 106V, 121H, 123S,
135T, 162C, 166K, 166N, 173A,
177E, 200A, 207A, 211R, 211S,
214F, 245Q, 248D, 250E, 251D,
277K, 291D, 2921, 293V, 294T,
326V, 335D

<not determined>



