YMTHE, Volume 29

Supplemental Information

CRISPR-Cas9-Edited Tacrolimus-Resistant
Antiviral T Cells for Advanced Adoptive

Immunotherapy in Transplant Recipients

Leila Amini, Dimitrios Laurin Wagner, Uta Roéssler, Ghazaleh Zarrinrad, Livia Felicitas
Wagner, Tino Vollmer, Désirée Jacqueline Wendering, Uwe Kornak, Hans-Dieter
Volk, Petra Reinke, and Michael Schmueck-Henneresse



CMV-reactive sorted

] L2y CD4* T-cells
0 0 100 108 " T 108 108 ) T Wt 100 10* 10
18,8 132, , 2
o N Y 2 : CD8* T-cells
a 1 o @
O 432 1 agdn 23 |97
0 100 10* 10° A 10 10 10 100 10* 10° 10 10 10
CCR7 b CCR7 —b CCR7 =——b CCR7 =——p
CMV-reactive CMV-reactive = CMV-reactive = CMV-reactive
expanded expanded k.o. thawed thawed k.o.
1054033 039 | ,,°40.16 0,32 10540 2,61 | 1p541,16 4,65
10 10 3 ll'J4 lﬂ4
1 ; CD4* T-cells
10 AL 10 &
134975 177 | 31988 0.72 9,30
lﬂ3 0 lﬂ3 10 Ims -Ill'J3 "(; Ill'J3 ;04 I105 -Ill)3 [ I1[]3 ‘104 ;05 -103 0 1()3 ‘104 Ill)s
10541,80 017 | 1054435 026 | 1,540,21 0,035 | 150,25 0
104‘ 10 10 10
+
g S ok CD8* T-cells
E 0 0 0 g 04 @
O 392 183 | 33931 224 | 31995 029 |,31993 0,44
-103 0 103 ‘104 I105 -Ill)3 nl; I103 ‘10‘ I1!)5 -Ill]3 "l; Ill]3 ‘104 ;05 -lﬂ3 0 103 ‘104 Ilﬂs
B Tn CD4* T-cells CD8* T-cells
E Tscm
1 Tem 2 2 222 2. z 2 222 2.
=) = ) E=1 = 0O E=1 = ] = = 0O
O [&] [&] . [&] O [8] /
Do o 5 BB3BSE. 8= . 5 EBEB . 52
Bl Temra 8 25 S22 38283 8 £S5 S22 278L%
. §>g>m>m>g>; §>g>m>m>;>;
CITnlkem S5§S985S2ScSc @ S55¢85gSc85S5w
o Omp OO0 OEO0E o Onm OO0 OEO0S

- Ha Il SHRNNE
=xiilN SERNED
==0lNN sEENEE
- HElllCs aNEREN
=Hlx SHENNE
=HNHN sRERED

Supplementary Figure 1: T-cell memory subsets in the starting material,
sorted CMV-specific T-cells and the expanded and thawed T-cell products.
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(A) Representative flow cytometric dot plots illustrating T-cell memory
subsets in the different populations indicated above the plots.

(B) Distribution of CD4* (left panel) and CD8* (right panel) T-cell memory
subsets in the different populations indicated for each donor: Ty = naive T-
cells (CCR7*, CD45RA*, CD95Y), Tscm = stem cell memory T-cells (CCR7*,
CD45RA*, CD95%), Tcm = central memory T-cells (CCR7+ CD45RAY), Tgy =
effector memory T-cells (CCR7- CD45RA"), Temra = CDA45RA-expressing
effector memory T-cells (CCR7- CD45RAY), Ty-like = expanded naive-like T-
cells (CCR7* CD45RAY).



