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Tables and Figures

BaCkg round : Table 1. Demographic and Clinical Variables = = . : I :
> We previously demonstrated frequent detection of HHV-6B | Positive HHV6B | Total Figure 1. Distribution of HHV-6B DNA and HHV-6B mRNA detection per

Negative HHV-EB _ o ¢
DNA in BAL (N=71) | DNAin BAL (N=42) | (N=113) BAL event, stratified by categories of lower respiratory tract disease

DNA in bronchoalveolar lavage fluid (BALF) and its positive Age >60yearsold | 27 (38%) 16 (38%) 43 (38%)
aS.tShOIC ation Wlth n;ortatllty ![n dl._ICT reCII_T__\IfI_r;S from 1992-2015 Female sex 27 (38%) 22 (52%) 49 (43%) Overall Cohort (N=122)
Wi ower respira (_)ry_ rac Ise_ase ( _ ) 1 HHV-6B DNA negative [ | HHV-6B RNA negative
» Whether these findings remain pertinent in contemporary HLA and donor M HHV-6B DNA positive [] HHV-6B RNA positive
. cyn . . Matched related 9 (13%) 7 (17%) 16 (14%)
patients, the additive value of testing for viral gene Matched unrelated | 26 (37%) 14 (33%) 40 (35%) 40 -
transcription, and the correlation of HHV-6 detection in blood Mismatched related | 11 (15%) 8 (19%) 19 (17%)
an d B AL F, are Unkn oOWn. Mismatched unrelated @ 24 (34%) 12 (29%) 36 (32%) -
Caucasian race 53 (75%) 33 (79%) 86 (76%) " 30 —
Methods Cell source =
» We conducted a prospective study of allogeneic HCT Peripheral blood o1 (72%) 33 (19%) 84 (74%) 5 1
. . cey s Bone marrow 16 (23%) 7 (17%) 23 (20%) Y—
recipients undergoing BAL for LRTD within 120 days of HCT Umbilical cord blood | 4 (6%) 2 (5%) 6 (5%) 8 ot
at three cancer centers from 2015-2019. O
»We collected and tested paired blood and BALF for HHV-6B Myeloablative 'CE) ) 459
DNA by gPCR and HHV-6B mRNA (U38 and U90 gene Sondmoning = B B 2
transcripts) among DNA positive samples using RT-gPCR. Mexiumm storold 10 - -
»\We described the detection of HHV-6B DNA and mRNA in None 39 (55%) 17 (40%) 56 (50%) Sae 70%
blood and BALF, generated receiver operating characteristic <2 mg/kg/day 21 (38%) 24 (S7%) o1 (45%) I
. . >=2 mg/kg/day 5 (7%) 1 (2%) 6 (5%) | % 75%
(ROC) curves to determine the ability of BALF HHV-6B DNA - —50%
detection to predict HHV-6B mRNA detection, and analyzed Antiviral use pre-BAL | 31 (44%) 16 (38%) 47 (42%) No. of 0 s o o 10 4 y , s 1o
the association of HHV-6B DNA detection with mortality. Maximum oxygen use Patients
pre-BAL >2 L/minute = 30 (42%) 21 (50%) 51 (45%) Bacterial Viral Fungal IPS Others Multiple
LRTD cause
Results | o Bacterial 7 (10%) 3 (7%) 10 (9%) Figure 1. The X-axis indicates the clinical diagnosis category associated with each
» We enrolled 116 allogeneic HCT recipients who underwent Viral 12 (17%) 6 (14%) 18 (16%) . AN
: : 0 bronchoalveolar lavage (BAL) episode. The Y-axis indicates the absolute number of
125 BALS (Table 1) Fungal 16 (23%) 10 (24%) 26 (23%) _ _ _ _ _ _
" S 00 00 00 —
>HHV-6B DNA was detected in 45 of 122 BALF (37%) PS ;4(1(?%) 4;(1;/:)) ﬁm BALs._Th_e first bar in each cz_ategory indicates t_he pr_oportlon of BALs with HH_V 6B DNA
compared to 19 of 124 (15%) plasma samples. Multiple 13 (18%) 17(a0%) | 30 (27%) detection; the second bar indicates the proportion with HHV-6B mRNA detection among

*3 patients who did not have a BAL excluded from table

those with HHV-6B DNA detection.

Figure 2. ROC analysis of HHV-6B DNA viral load in Figure 3. Adjusted hazard ratios (HR) are from multivariable Cox models adjusted for age, oxygen use (>2 liters by nasal cannula), and
BALF and any HHV-6B mRNA U38 or U90 gene detection steroid use at the time of the BAL.

»Among the 45 BALF samples with HHV-6B DNA detected,
either HHV-6B mRNA transcript was detected in 22 (49%)
(Figure 1).

: : : B. Cumulative incidence of death from pulmona

>BALF HHV-6B DNA 2218 copies/ml had an area under the 1.00- 74 A. Kaplan Meier plot of survival through 60 days post-BAL £ cause through 60 days postBAL oo
curve of 0.93 for predicting detection of BALF viral mMRNA zni.zz (0.85, 0.88) / 1.0 § 0 pny HHV-6 DNA atlevels>=218 coplesimL
Figure 2). o IS I ve
( 9 ) : : : B 09_‘ S os- f Adjusted HR, 2.35
» In turn, patients with BALF HHV-6B DNA =218 copies/mL 0.75 2 087 £ 95% Cl. 1.08-5.11
had increased risk for mortality and death due to LRTD within _ AUC =0.93 (95% Cl, 0:89-0.98) S . 5 06 : P=0.032
60 days after the BAL (Figure 3). = / 2 05 Log-Rank Testp=00334 p-ooes| 8 os- Gy Testp=00105

. . . . . = 050- " ‘® 0. ] : < B
» This assomatmn remalned. after adjustment for_ agg, oxygen : P > 2: Adjusted HR, 1.8 % 0.4 T —
use, and steroid use at the time of BAL in a multivariable Cox w / 3 0 95% CI, 0.89-3.67 £ %% el

. 4 "~ Any HHV-6 DNA at levels>=218 copies/mL P=0.099 g 0.2- e [rem——
model (Figure 3). 0.1 No | =R
0.25 — Al 50 _ ], ‘ ..... Yes | [ | | ], = o .
_ /"/ 0 10 20 30 40 50 60 g 0.0 ‘—5 - o - 2 " ™
CO“C' usions J_i /-/ No. of Patients af risk Days Post-BAL © Days Post-BAL
. / i Lo No. of Patients at risk

> HHV-6B was detected more frequently in BALF than —"d Yes 27 2 2 o 16 0 5 vo 5 2 23 e > o 7
plasma, suggesting compartment-specific reactivation. /0 e ke o ot .
» BALF HHV-6B DNA 2218 copies/mL had high sensitivity 1-Specificity RELEVANT DISCLOSURES
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and specificity tor dete_ctlc?n of viral gene trlanscrlptlonlln BALF Figure 2. HHV-6B DNA 2218 copies/mL in BALF
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.HHV-6B is a clinically impt. pulmonary pathogen after HCT. @/ |  detection of HHV-6B U38 and/or U90 mRNA in BALF. Y
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