on o EXTENDED SAFETY AND PK OF ANTI-HIV MONOCLONAL AB
g O VRCO07-523LS IN HIV EXPOSED INFANTS

I M I ’AAC I' Coleen K. Cunningham?!, Edmund Capparelli¢, Elizabeth J. McFarland3, Petronella Muresan4, Charlotte Perlowski>, Dwight Yin®, Jack Moye’, Sai Majji’/, Lynette Purdues,
Paul A. Harding3, Adrian McDermott®, John R. Mascola®, Barney S. Graham®, for IMPAACT P1112 Team
International Maternal Pediatric Adolescent 1UC Irvine, Irvine, CA; 2UC San Diego, San Diego, CA; 3U Colorado Anschutz Medical Campus, Aurora, CO; 4Statistical and Data Analysis Center/Frontier Science and

AIDS Clinical Trials Network

Technology Research Foundation, Boston, MA; >FHI 360, Durham, NC; ®NIAID, Bethesda, MD; "NICHD, Bethesda, MD; 8NIAID, Baltimore, MD
BACKGROUND

barrioes (0 antirotovial thormny (ARTY. Provention of SC VRC07-523LS is safe and well-tolerated

infection might be improved with a potent, broadly

neutralizing, monoclonal antibody (bNAb) administered When adm|n|Stered tO neOnateS VRCO?-

to exposed infants. VRCO07-523LS is 5-fold more potent

TABLE 3. Number of infants with local/systemic reactions
reported after injection.

Percent
Reaction Grade* Resolved < 24

hours

—
N

and has a prolonged T,, compared to VRCO1 and may ' ' '
provide protective levels over the duration of 523 LS ) Wlth ItS en h an Ced pOte I Cy’ rda pld Cohort 1 Erythema 1 0 0
breastfeeding. This study was designed to determine . . . . - N=11 Pain/tenderness 1 0 100
safety and pharmacokinetic properties of VRCO7- a bSO rptIO n ) a n d S I OW el I m I n atl O n ) Ca n q u ICkIy Cohort 2 Erythema 3 0 100
523LS in HIV-exposed infants. - - -
achieve and maintain plasma levels >10 Dose 1 Induration 2 3 80

METHODS . . . N=11 Edema 4 0 100
. Open label study of VRCO7-523LS administered to mcg/mL with dosing every 3 months. E i B e

HIV-exposed infants at increased risk of HIV
» Formula-fed infants receive 80 mg subcutaneous RESULTS Irritability 1 0 100

(SC) within 72 hrs of birth (Cohort 1) and breast-fed » All infants enrolled in Cohort 1 (formula fed) were at sites in the USA while all breastfed infants Cohort2 Erythema 3 1 100

infants receive 80mg SC within 5d of birth and 100 (Cohort 2) were enrolled at two African sites (Harare Family Care Clinical Research site, Zimbabwe |

mg SC at week 12 (Cohort 2), it still breastfeeding and Pediatric Perinatal HIV Clinical Research Site, S. Africa). Dose 2 Induration 2 1 100
° Infantstalilwlc\i/t?elr mothers also receive ART to » All infants and their mothers received standard-of-care ART to prevent vertical transmission of HIV. N=8 Edema 4 0 100
) Ipnrfeavnetnsafet ;22:?;:;?123 and VRCO7-523L S levels  The 80mg dose resulted in an average dose of 26 mg/kg (range 18-35 mg/kg). Pain/tenderness 2 0 50

are coll ecte{i out to 24 weeks . ;ﬁrece; in;an;s in Ci)hor.’i ﬁ di;jon;)t recefi\\//eRaEn: \(/)v7ee5k2 :13 f Sdose, tW(; dl]Jcte todcess1ati£cl)r.1 ?f btregstéeer]dirr;g1. Irritability 1 0 0
+ The target week 12 (C " ) level is 10 mcg/mL: the . 2Grade 5 events within ays O - Ooccurrea altter aose 1. 4 Inftants In L.ono . _ _

level needed to neutral1izzek >90% of tier |l viruses (vomiting [N=2], neutropenia, parainfluenza sepsis); and 1 infant in Cohort 2 (sepsis), none related to All'local and systemic reactions were <Grade 3.

(IC4,) in @ multiclade panel study treatment. CONCLUSIONS

« C, . and C,,. levels were lower than adults, suggesting infant SC bioavailability <1. - Local reactions after SC injection were common and
« Growth contributed to the fall in VRCO07-523LS concentration, but levels remained over the target of usually very mild with rapid resolution.
10 mcg/mL at week 12 in all participants. » Grade 3 events occurred after dose 1 and were considered

TABLE 1. Characteristics of infants enrolled. Age and
weight are reported as mean and standard deviation.

E: VRCO7-523LS bl ot £ d « AVRCO07-523LS dose of 80 mg results in favorable Week
_ Single Dose m 'gure- ) plasima CoNCENTration Post CoSe @IS LY _ 12 concentrations, without significant accumulation.
1000 * QOur date support the need for further study to optimize

* No children became HIV-infected. TABLE 2. PK measures unrelated to study treatment.
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2 & - Cmax 203+48 mcg/mL
A 2ndD s
Male gender (45%) 8 (73%) S 100 B84, " Bose ACKNOWLEDGEMENTS
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* . . . .
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| ¢ . 1% = e *Dose 2 to dose 1 ratio compares level 4 weeks after at UCLA, Family Clinical Research Unit, Harare Family
Weight week 12 (g) 5461 (£1601) Weeks each dose as a measure of product accumulation after Care, Pediatric Perinatal HIV and University of Colorado
First dose open circles, second dose triangles; prediction line is after 15t dose 2. . :
dose and very similar after dose 2. Clinical Research sites.
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