Rapid Increase in Blood CD19 CAR-T Vector Load during the First
./A STCT five Days Post Infusion Is Associated with Severe ICANS @) Stanford | 84T & Cell Therpy

giood and Marmow Tronsplantoatan

M E D I E I N E & Coflunar Thereoy Didsean

Sushma Bharadwaj!, Courtney J. Smith?', Jenny Nater>, Saran Vardhanabhuti>, Daisy Ding’ Jayasindhu Mallampet!, Betty Chang?, Brian Smith?,
Andrew Jallouk?, Andre de Menedez Silva Corraes3, Kevin Regan3, Phavina Akhom?3, ZuoviShao?, Sarah Elkordy?, Jing Fang?, Abigail Twoy?, Shriya

v Syal!, Katrijn Broos*, Jan Wuyts*, Gorik Braem#, Tom Adriany#, Bita Sahaf!,Katherine A. Kong!, Mark Hamilton?!, Geert Maertens?, Sofie Metsu?, %{?ﬁ%
VANDERBILT Mike Mattie>, Melody Smith?, Matthew Frank?!, Saurabh Dahiya?, Rob Tibshirani!, Olalekan O. Oluwole?, Yi Lin*,Rhine Shen>, David B. Miklos* W
School of Medicine

1Stanford University, Stanford, CA, USA 2Vanderbilt University Medical Center, Nashville, TN, USA 3Mayo Clinic, Rochester, MN, USA “Biocartis NV, Mechelen, BE ~Kite, a Gilead Company, Santa Monica, CA, USA

Introduction Results Conclusions

Quantifying chimeric antigen receptor T cell (CART) |[Demographics Study Participants (n=100) Idylla™ ddPCR  The Idylla™ Platform is highly
. - - Age at Apheresis (median [IQR]) 68 [58.75, 74] : .
vector load In peripheral blood may predict |rsexs (a) p-value = 0.008 (b) p-value = 0.004 concordant with a validated
outcomes and help manage toxicity in patients || *mae > ggg; _ _ : ddPCR assay and offers rapid,
receiving axicabtagene ciloleucel (axi-cel) treatment || Prior Lines of therapy (%) 15; : 03 automated CART vector load
for R/R Large B cell ymphoma (LBCL). 32 2§§2§§ o " detection Iin approximately 90
+ High concordance of the Idylla™ Platform, a point-of- || ceas. f;)“o”gi" ) > 59) = 3 = minutes with only two minutes of
need, real-time assessment of CART vector load 0 13 (13) e L Tl . T hands-on time from blood sample
from peripheral blood, with standard droplet digital |2+ g(é) ) S | e = s to result.. | |
polymerase chain reaction (ddPCR) method was || $tage atApheresis 5 Figure 1A:The Idylla™ L - * The rapid increase in blood CD19
oreviously reported (98.6%). ’ ? f?m System, Con§|st|ng of the 05 L - 0.1 . QART vector. load durl_ng the fl.rst
 Here, we correlate CART vector load measurements s e T 69 (69) Z?]gsslsé:tr:%g;strument, '~" B : z\e/\e/erg?é,sé\Ng associated  with
with toxicities and clinical outcomes. DLECL ?ﬁ ‘SM) N e , N "."f"! . Predictive modeling for ICANS
Methods Tosmant Cocaon 9 - F o " somrcans 00 " sowrcans 00 severity using LASSO shows Day
100 subjects at Stanford, Mayo Clinic, and M:;‘?g‘.’i_mc Z gg; R No Severe ICANS Severe ICANS grade3+ 3 pomt-of—need CART vector load
. . . Vanderbilt 10 (10) da, using Idylla™  measurement
Vanderbilt receiving axi-cel for LBCL were enrc.>lled. Best Response at 6 months (%) o oredicts risk of severe ICANS
* Blood samples were C_OlleCted for_ddPCR (copies per gg 141(14) - Figure 2: The change in CART vector load represented by with average AUROC of 0.709.
cells) and Idylla (estlmatec_i copies per u.L) yector oD 78 the slopes representing CART vector load change from Day Other key features selected by
load measurement to derive pharmacokinetics at Length Hospital Stay (median [QR]) 1411, 17] _ | 0 to Day 5 as measured by (a) Idylla™ (log estimated LASSO are number of prior lines
pre-lymphodepletion and on days 1, 3, 5, 7, 14, and Median Follow-up (median [IQR]) 250 [114, 380] Figure 1B: The copies/plL) and (b) ddPCR (log copies per cell) over first five of thera re Ilvmohodepletion
28 post-infusion. cays ; — ldylla™ system days after axi-cel infusion for each patient, stratified by — Ipy,lp yLDrl)-I | P _
Table 1.Baseline characteristics of the study cartridge. ICANS (Grade3+) erritin levels and ! elevation.
 CART vector load was log-transformed, and data varticipants. + The change in expansion
points from days 1 to 5 were linearly interpolated. between Days 0 and 5 as
» Patients with fewer than three measurements were dylla” ddPCR measured by either Idylla™ or
excluded. h ' T —— } N — : ddPCR significantly stratify PFS.
» A slope, representing CART vector load change from E * Point-of- need pharmacokinetic
Day 0 to Day 5, was calculated with the intercept set T o T o measurements with the Idylla
to zero using linear models. . Lowslope & Platform may serve as a
- Predictive analysis used LASSO to assess severe R o « Highslope &~ P70000 complimentary tool to improve
toxicity risk and identify associated key features. T o i i i " o i - . toxicity management and survival
Toxicities were graded using ASTCT consensus Crmber at rick e e e e outcomes in CART therapy.
grading. g i 38 23 Ny i g R i 5 i :
* Progression-free survival (PFS) was analyzed using : i : e Support
Kaplan-Meier methods, stratifyipg patients inj[O high Figure 3: Kaplan-Meier curves showing progression-free survival (PFS) stratified by the median value of rate of change in CART vector load,
and low groups based on median slope during the | represented by the slopes as measured by (a) Idylla™ (log estimated copies/uL) and (b) ddPCR (log copies per cell) during the first five days Y Kite ® BIOCARTIS

first five days post-infusion, with log-rank tests | after axi-cel infusion. Patients were categorized into high and low groups based on the median slope value. The p-values from log-rank tests A GILEAD Gompany
comparing PFS. are shown, indicating statistically significant differences in PFS between the high and low groups for both measurement methods.
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