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Broadly neutralizing antibodies (bNAbs) show potential as complementary immunotherapy to Clinical trial and ex vivo assay outcomes: In VRC607/ACGTS5378, 2 patients infused with Sequence Analysis: 1-18, N6 and VRCO01v23 escape variants had changes, glycan loss or shifts
combination anti-retroviral therapies for HIV-1 treatment. However, infusion of a single bNAb VRCOILS and 8 with VRCO07-523LS showed viremia decrease > 1 logl0. Ex vivo assays using in the B23-V35. Resistant strains to 1-18 lacked R308 while N6 escape strains presented N279D
selects for resistant variants. We developed an ex vivo assay that predicts bNAbs potential to samples from 9 patients whose viremia decreased after VRCOILS (n=2) or VRCO07-523LS mutation (Fig.S). Moreover, genetic signatures in ex vivo outgrowth viruses were also found in
achieve in vivo virologic response in people with HIV and allows investigation of viral resistance (n=7) infusion evidenced >10-fold reduction in viral replication by the corresponding bNAb plasma viral sequences, suggesting that the ex vivo assay can identify circulating bNAD resistant
signatures. Further, ex vivo investigation of CD4 binding site (CD4bs) bNAbs revealed relative to assay control (Fig. 3). variants in these patients (Fig. 6).
complementary virologic suppression by the next-generation C4bs bNAbs 1-18, N6 and Neutralization data: Assessment of more potent and broader next-generation CD4bs bNADb ;
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VRCO01v23, suggesting these bNAbs represent ideal candidates for future combined therapies or VRCO01v23, 1-18 and N6 evidenced complementary suppression profiles for these 3 bNAbs o7 oo e s 5 e o o Figure 5. Alignment of
multi—speCiﬁC bNAb deSigns Wlth SOme assays ShOWIHg SuppreSSIOn by 1 Or 2 bUt nOt a‘ll 3 bNAbS‘ MOSt VRCOILS Or HXB2_ENV KW?Z H TNngsg g:;ﬁiil RKRiitl)gl;zigl)zAFV (3P5G3;1-1\13K5TS) ss(gcﬁig:izrg})is (:ﬁvsu-z?(zg) TRDGGNSNNESEIFRPGGGDMR ;epresentatlve CIOneS Obtalned
* . . . o BGSOS:ENV WK H NTS ENITNNAKN RKSIRI--GPGOAFY FGNNTI SSGGDLEVTTHS NMWORIG TRDGGSTNSTTETFRPGGGDMR rom ex vivo assa Out rOWth
) d VRCO07-523LS escape strains were neutralized by 1-18, N6 or VRCO01v23, supporting potential woo om0 WY g voomwow o Scomiws  weme sl | ool Vi the reiresented
STUDY DESIGN & METHODS for combined therapy with these bNAbs (Kig. 4, Table 3). mpRman G0 L DI U DRSS showed outgrowth under (A)
9 P e eMNE CedE e el Bt e i | VRCO1v23 treatment, patient 06;
: : Ce . . : A VRCO1LS Recipients Figure 3. Ex Vivo Assay recapitulates virological R G LL L LD TR LI nnninonnnnniirit o (B) 1-18, patient 08 and (C) 1-18
PBMCS were obtained from. healthy .donors .ar?d viremic individuals enrolled in the phase I I vivo Viremia ) Ex vivo Assay outcome observed in vivo. (A) Viremia follow up ol B S NS0 Soliboon N | | - and N6, atient 16, Contac sites
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