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EBYV Infection of SVKCR2 Cells
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Figure S1 Related to Figure 2. Inhibition of EBV infection of epithelial cells by gH/gL immune plasma.
Plasma from C57BL/6 (n=10-12 per group) mice were serially diluted and evaluated for their ability to inhibit
AKATA-GFP EBYV infection of SVKCR2 cells. Animals immunized with the same monomeric gH/gL or gH/gL
nanoparticles are bound by boxes. The y-axis shows the % of background subtracted GFP+ SVKCR2 cells and the
y-axis is the plasma dilution. Each data point represents mean and error bars represent the standard deviation of two
technical replicates. Different colored symbols represent the same individual mouse in each group at the indicated
timepoints The dashed line indicates the % of GFP+ SVKCR2 cells in the absence of plasma.



EBV Infection in Raji Cells
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Figure S2. Related to Figure 2. Inhibition of EBV infection in B cells by gH/gL immune plasma. Plasma from
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C57BL/6 mice (n=10-12 per group) were serially diluted and evaluated for their ability to inhibit EBV B95.8/F

infection of Raji cells. Animals immunized with the same monomeric gH/gL or gH/gL nanoparticles are bound by
boxes. The y-axis shows the % of background subtracted GFP+ Raji cells and the y-axis is the plasma dilution. Each
data point represents mean and the error bars represent the standard deviation of two technical replicates. Different

colored symbols represent the same individual moue in each group at the indicated timepoints. The dashed line
indicates the % of GFP+ Raji cells in the absence of plasma.
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Figure S3. Related to Figure 3. Competitive binding between immune plasma and monoclonal antibodies.
Competitive binding ELISAs were performed using pools of plasma from groups of C57BL/6 mice (h=10-12 per
group) immunized with monomeric gH/gL or multimeric gH/gL nanoparticles, and a panel of anti-gH/gL antibodies.
At each time point, pooled sera from each group were titrated on to gH/gL immobilized on an ELISA plate, after
which either AMMOZ1, CL40, CL59, or E1D1 antibodies were added at a concentration previously determined to
achieve half maximal binding. Competitions were performed using plasma pools collected at Post-1% (A), Post-2"
(B), and Post-3" timepoints (C). Each data point represents mean and error bars represent the standard deviation of
two technical replicates.
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Figure S4. Related to Figure 5. hCD19+ and hCD8+cell frequencies in humanized mice challenged with EBV
hCD45+CD19+ B cells (A) and hCD45+CD8+ T cell (B) frequencies were measured in the peripheral blood drawn
from the mice in Figure 5 at the indicated timepoints via flow cytometry. Individual mice in each group are
indicated by different colored symbols. The same color is used to indicate the hCD45+CD19+ and hCD45+CD8+ T
cells from the same mouse each group in A and B. The days indicated on the x-axis are relative to the time of
challenge (day 0).
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Figure S5. Related to Figure 5. Photographs of spleens from humanized mice challenged with EBV were
taken at the time of necropsy.



Table S1. Yields of various gH/gL nanoparticles. Related to Figure 1.

gH/gL protein Yield mg/L (mean + S.D.) # of production runs
Monomer 8.1 1
4-mer 2606 2
7-mer 1.8+£0.2 2
24-mer 1.4+£0.2 2
60-mer 05+04 7




Table S2. Multimerization domains and observed and expected nanoparticle sizes. Related to Figure 1.

VTSVEQARKAVESGAEFIVSPHLDEEISQFAKEKG
VFYMPGVMTPTELVKAMKLGHTILKLFPGEVVGP
QFVKAMKGPFPNVKFVPTGGVNLDNVAEWFKAG
VQAVGVGEALNKGTPVEVAEKAKAFVEKIRGAT

Multimeriz | Sequence Predicted MW | Observed MW of
ation of protomer particle by SEC-
domain (particle) kDa* | MALS**
4-mer GGGGSGGGGSC- 115.7 (462.8) | 543 £ 76 kDa
(EAIKAAAELGKAGISSEEILELLRAAHELGLDP)x4 (S200)
ECIKAAAELGKAGISSEEILELLRAAHELGLGGSH
HHHHH
IMX313, GSSKKQGDADVCGEVAYIQSVVSDCHVPTAELRT | 101 (700.7) 700 £ 89 kDa
7-mer LLEIRKLFLEIQKLKVELQGLSKE (S200)
635 £ 69 kDa
(Superose 6)
H. pylori GGGGSGGGGSGGSGESQVRQQFSKDIEKLLNEQV | 114.9 (2757.6) | 4418 + 471 kDa
Ferritin, NKEMQSSNLYMSMSSWCYTHSLDGAGLFLFDHA (Superose 6)
24-mer AEEYEHAKKLIIFLNENNVPVQLTSISAPEHKFEGL
TQIFQKAYEHEQHISESINNIVDHAIKSKDHATFNF
LQWYVAEQHEEEVLFKDILDKIELIGNENHGLYL
ADQYVKGIAKSRKSGS
Sec Opt 13, | GSGSIEELFKKHKIVAVLRANSVEEAKKKALAVFL | 155.7 (6942) 7377 £ 943kDa
60-mer GGVDLIEITFTVPDADTVIKELSFLKEMGAIIGAGT (Superose 6)

*Includes the weight of the peptide component predicted by https://web.expasy.org/protparam/ plus the weight of 8

putative N-linked glycosylation sites on gH/gL, each assigned a molecular weight of 1kDa
** the column used for size exclusion chromatography appears in parentheses.




