HIV Integrase inhibitor bictegravir inhibits proliferation, C B R
Increases apoptosis and mitochondrial damage in PBMCs  pecoue oo

Renying (Loulou) Cail?, Aya Zakarial2, Anthony Y.Y. Hsieh!2, Abhinav Ajaykumar!2, PATHOLOG
Marie-Soleil Smith!2, Izabelle Gadawsk|12 Beheroze Sattha123 Hélene C.F. Co té123 aboratory medicin€

1-Department of Pathology and Laboratory Medicine, University of British Columbia (UBC), Vancouver; 2-Centre for Blood Research, UBC, 3- 3C WOMEN'’S
Women’s Health Research Institute, UBC HOSPITAL+ i

Introduction Methods
I X %ﬂ Isolate PBMCs
é)v from healthy

Dolutegravw (DTG Bictegravir (BIC E volunteers

_‘: -
- = 0
£ O L
Drug exposure at
A 4 Raltegrawr (RAL) Cabotegrawr (CAB) v_ ph arm acological

/% | concentration (1xC,,,,) in

HIV requires lifelong - 4 0 1%
juires - IO \ = 1% DMSO
antiretroviral C. o )~ j/\l /t> -
treatment — S 0 |
Elvitegravir+Cobicistat (EVG/COBI)

? ? ? [

Q_ Flow cytometry

38I\/I
People living
with HIV

il[n[i!l!alnhf:rfrl

HIV

=y

Integrase Strand .
coa Transfer Inhibitors | L
(InSTIs) toxicities are | *

unknown , N Prollferatlon Apoptosis | | Mitochondrial health

. ;NA 4 \A; Vuﬂ Mitochondrial mass 4. Apoptosis
' \/L\)Nm:lmohost- ‘ e _ . . Mitochondrial intermembrane ||5. Proliferation
\ ) Gename Using peripheral mononucleated cells (PBMCs) potential (mt potential) 6. Cell activation
Pt o InSTIs. from healthy donors, characterize the effect of . Mitochondrial reactive oxygen ||7. Cell differentiation
iww e INSTI exposure ex vivo on immune cell species (mt ROS)

mitochondrial health, activation, and proliferation

Results
: CD4
A MT Mass B MT Potential C MT ROS
4 - * * 1.0 ) [
2.0- 2.5- ' '
% * * * * * * * . . g 08 , :
. X 2.0 N 3- . E E E
E | ® % ® z g E : :
3 ° os - I s ’ X : :
3 o agr oA gt me o  2uliNN VTR + . T ) 3 : :
& o 0 % O, 10+ e e == - . _I_ a o ' '
5 . < o F° e e el - P ‘I“I* 3 ’ ’
2 56 g I I SRR S 8 e A N i : :
= o & Se ¢ :%‘
0.0 I I I I | | | 0.0 I I I I I I I 0 | I I I I | I Early !Vlid Late Early Mid Late Early Mid Late Early Mid Late
DMSO DMSO DTG RAL  BIC EVG/COBI CAB DMSO DMSO DTG RAL  BIC EVG/COBI CAB DMSO DMSO DTG RAL  BIC EVG/COBI CAB Naive CM EM TEMRA
Non-Prol Non-Prol Non-Prol
CD8
D ' E Division Index .
Apoptotic BIC decreases mt 1.0 ; ; .
8 * 2.0 * * mass, potential and £ 0s ; ; .
2 ’ ROS, increases © S 0e : : DMSO:
*— - - -y - oL ' ) :
g ° 318 ¢ . apoptosis, and inhibits| £7% : :
o c . . " . If t g' o 0.4 : :
;é = . . ’ proiireration 5o : :
A 4 . N 1.0 <555 ""‘_I" """"" T IoT = 0.2 ! :
g ’ = E ® : = @ @ ° : :
£ 5 . - _I_ - o Y0 o%e 0.0
[ 2z, 0 5 ® Early Mid Late Early Mid Late Early Mid Late Early Mid Late
2 e -g;:_- -:;n e -'-:I-._: ----- 3;?- _I_ . o TB' °° Naive CM EM TEMRA
EVG/COBI decreases Figure 2: Early, mid and late activation markers were
DMSO DMSO DTG RAL  BIC EVG/COBI CAB ' m ntial an assessed in naive, central memory (CM), effector memory
Non-Prol PHSO onmprol e AL BIC EVGICOBL CAB t potential and (EM), and TEMRA of CD8 and CD4 T-cell subsets. (n=1)
Figure 1: (A) Mitochondrial mass, (B) Mitochondrial intermembrane potential, (C) Mitochondrial ROS prohferatlon

mean fluorescence intensities (MFI) and (D) apoptotic cells were normalized to untreated controls BIC appears 1o elevate early activation
(Gotedine) o each ndividul (129 st volnteer), represerted by  undue coour. Division ndex | VAL 1as 1o effect on || marker and decrease mid and late activation
| | any parameters markers in CM and EM compartments

using paired t-test.
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