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BACKGROUND RESULTS

* Patients with relapsed or refractory diffuse large-B-cell lymphoma (RR DLBCL) have e Of the 1,175 patients with RR DLBCL treated with CAR T therapy, 82.9% were infused
historically had limited treatment options. inpatient.

e QOutpatient CAR T infusion increased slightly from 15.9% in 2017 to 18.3% in 2018, then
dropped to 17.2% in 2019 and 16.1% in 2020.

RESULTS (cont.)

* Among 201 outpatient-infused CAR T patients, 25 (12%) experienced CRS within 0-3 days;
22 of these 25 patients were hospitalized in this period. Among 974 inpatient-infused
CAR T patients, 224 (23%) experienced CRS within 0-3 days; all of these patients were
already hospitalized (Table 3).

RESULTS (cont.)

Table 5a. Logistic Regression,
Factors Associated with Setting of CAR T Infusion

Table 5b. Cox Proportional Hazards Model,
Factors Associated with Any Observed AE 0-3 and 0-30 Days
Following CAR T Infusion

Odds Ratio (95% Cl)
0-90 Days

* The approval of chimeric antigen receptor T-cell (CAR T) therapy in 2017 offered a significant

Inpatient vs. Outpatient (ref.) Hazard Ratio (95% ClI)

survival benefit for adult patients with RR large B-cell lymphoma (including DLBCL not . £ 1 . R S—— 0.88 (0,63 1.24) Any Observed AE (by Follow-up Period)  0- 3 Days 0- 30 Days
. o (o . . . . — + o N o . . , 1.
otherwise specified, primary mediastinal large B-cell lymphoma, high grade B-cell lymphoma, * Overall, 61.5% (n 722) of patients wereomale, the mean age was 6%-3 (£12.3) years, 46.5% Table 3. Post CAR T Infusion HRU* within 30 Days Post-Index, Sex (Male v, Formale (rof) 125 090, 171 Age 1.07 0.92,1.24) | 1.03 (0.90,1.18)
DLBCL arising from follicular lymphoma) after two or more lines of systemic therapy. (n=546) were commercially insured, 6.5% (n=77) had Medicare, 1.4% (n=16) had Medicaid, by Timing of Observed CRS & Setting of CAR T Infusion N b of Elhoieer Comorbrdios O 1T Sex (Male vs. Female (ref.) 0.96 (0.83,1.11) | 0.97 (0.85,1.11)
44% (n=517) and 1.6% (n=19) had unknown and other insurance types (Se|f-|oay, other : : Number of Elixhauser Comorbidities 0.98 (0.94,1.02) | 0.97 (0.94,1.01)
. . . . . . . . . Inpatient CART Outpatient CART AllCART Insurance Type ’ ’
e Given the adverse event (AE) profile of CAR T therapies and the need to monitor patients in federal/non-federal programs, Title V, Veteran Affairs plans), respectively. (n=974) (n=201) (N=1,175) Commercial (ref) i Insurance Type
: : : : : . : . . . . . ) A : : . . Medicaid 1.41(0.38, 9.11) C il (ref. _ _
'Fhe Short term after CAR T |nfL!|S|On, these theraples have been prlmarl|y administered in the e \While median time from |eukapheres|s to CAR T |nfu5|on was similar for |npat|ent (28 days) AE Status in 0-3 Days Post CAR T Infusion Medicare 0.23 (0.14, 0.39)* MZrSiTaei:jCIa (ref.) 0.81 (0401 63) 0.82 (0.44.153)
inpatient setting until recently. and outpatient (31 days) settings, it was 24 days for axi-cel (N=93) and 41 days for tisa-cel ngiys S PeeART A T No Ok GRS e | e Ien [ b iy | CRE e Other 2801026, 268) Medicare 0.80(0.59.1.09) | 083(0.63.110)
. . in “CART Infusion n= n= n= n= n= n= r e : O < : 0L, &
o o . . . . . (N=53; p<0.001; tisa-cel versus axi-cel HR: 2.04, 95% ClI: 1.54-2.70). T = B 22 (88%) 60 (34%) 246 (99% 810 (87% *5 <0.05 Drimown o602 | 098 8720777
* As clinicians are gaining increasing experience with CAR T treatment options and potential AZELEn S E TSRS . 6 - 6 992 (87%) APE g CART ch Diabetes with chronic complications | 0.82 (0.68,0.98)* | 0.85 (0.72.1.01)
. . . . . . . o e , adverse event, chimeric antigen receptor T : I
Consequences Of thelr use, aneCdOtal eVIdence SuggeStS lncreased Interest In OUtpatlent Table 1. Basellne CharaCte”SthS Of DLBCL UserS Of CAR T Therapy, MeanLOS Among All®2 . 3.6 1.6 2.9 0.8 3.6 1.5 t-cell. Cl confidence interval 9 P Liver Disease (moderate/severe) 1.30 (0.79,2.14) 1.31 (0.82,2.09)
. . . . . Mean LOS Among Those Admitted$ 3.6 1.6 3.3 2.3 3.6 1.7 1
CAR T therapy |nfUS|On 18 the future. By Observed AEs* & Settlng Of CAR T Infu5|on ICU, n (%) 27 (12%) 32 (4%) 4 (16%) 3 (2%) 31 (12%) 35 (4%)
Mean LOSS 3.9 3.7 3.5 3.7 3.8 3.7 . © L < 1o
paiene CART Oupationt AT AT NonlCU.n©6 197 (68%) 718 (96%) 18 02%) 57 (32%) 215 (86%) 775 (84%) e Observed patient characteristics (Table 5b) such as age, sex, and comorbidities were not
L e o e P Y ) : . .
Observed AE No Observed AE Observed AE  No Observed AE Observed AE No Observed AE ED visit, n (%) 12 (5%) 17 (2%) 3 (12%) 1 (1%) 15 (6%) 18 (2%) pred|Ct|Ve Of any Observed AE occurrence Wlthln 3 and 30 days fO||OWIng CAR T InfUSIOn'
= L . . s = Outpatient Services, n (%) 158 (71% 213 (28% 25 (100% 176 (100% 183 (73% 389 (42%
Age, years L 71%) el p) (100%) (100%) 73%) 42%) e However, when CAR T infusion setting was incorporated, the models were found to
Mean (SD) 59.96 (12.1) 60.39 (12.5) 62.69 (12.0) 59.46 (13.5) 60.34 (12.1) 60.16 (12.7) Medications, n (%) i : i i _ i
O BJ E CT I v E D) lechcatiors, 76 34%) 121 (6% 10.40%) 25 (14%) 06 (35% 146 (16%) have greater explanatory power. Inpatient setting was associated with a 2-fold risk of -
Ay 06 Coroosteroics 138 (62%) 209 (28%) 17 (68%) 50 (28%) 155 (62%) 259 (28%) any observed AE (HR: 2.67, 95% Cl: 2.09-3.42) compared to outpatient settings; this risk
o 1824 52 0113% 28 (0 2 e 1 0en ARl A T —— narrowed but remained significant over the 30-day follow-up period.
* To evaluate CAR T treatment patterns, AEs, and healthcare resource utilization (HRU) by 5564 245 (33.9%) 90 (35.9%) 27 (22.7%) 21 (25.6%) 272 (32.3%) 111 (33.3%)
. . . . . . 65-74 246 (34.0%) 97 (38.6%) 50 (42.0%) 31 (37.8%) 296 (35.2%) 128 (38.4%) HRU No Observed CRS Observed CRST NoObservedCRS  Observed CRST No Observed CRS
setting of CAR T infusion among RR DLBCL patients in the US using real-world data. e 54 (7.5%) 12 (4.8%) 16 (13.4%) 6 (7.3%) 20 (8.3%) 18 (5.49%) in Days 030 PostCAR T Infusion (n=471) (n=84) (n=117) (n=587) (n=588) LI M IT a TI 0 N S
Sex, n (%) Inpatient Hospitalization, n (%) 503 (100%) 471 (100%) 57 (68%) 78 (67%) 560 (95%) 549 (93%)
Male 448 (62.0%) 157 (62.5%) 72 (60.5%) 45 (54.9%) 520 (61.8%) 202 (60.7%) Mean LOS/A\mong/A\”*'TJr 13.2 13.5 8.6 6.3 12.5 12.1
° M LOS Am Those Admitted T 13.2 13.5 12.6 9.4 13.1 12.9 . . . . . . .
Insurance Type, n (%) S Unty 61 (12%) 46 (10%) 1 (13%) 9 (6%) 72 (12%) 55 (9%) e AEs may be under-identified using a claims-based algorithm. AE severity and direct
Commerdial 363 (50.2%) 85 (33.9%) 49 (41.2%) 49 (59.8%) 412 (48.9%) 134 (40.2%) Mean LOSTT 13.0 14.5 15.5 10.2 13.4 13.8 N 1 1+ 1 1 N 1
M E T H O DS Medlcare! 22 (3.0%) 17 (6.8%) 32 (26.9%) 6 (7.3%) 54 (6.4%) 23 (6.9%) NonCU, n (%) 442 (88%) 425 (90%) 46 (55%) 69 (59%) 488 (83%) 494 (84%) attribution of AEs to a specific exposure is not possible with claims data.
Medicaid 9 (1.2%) 5 (2.0%) 2 (1.7%) - 11 (1.3%) 5(1.5%) . h d d . | . d b . ﬂ d b d
Othert 12 (1.7%) 3(1.2%) 3 (2.5%) 1(1.2%) 15 (1.8%) 4 (1.2%) ED visit, n (%) 45 (9%) 32 (7%) 8 (10%) 5 (4%) 53 (9%) 37 (6%) ()
Ober 207 AT 2esm o 02% RSP IR ." . The extept to wh|c. AEs are ocume.n.te in claims a.ta may e influenced by coding
e Study Design and Data Source Sotin T CAR T e Outpatient Services, n (%) 445 (88%) 407 (86%) 84 (100%) 117 (100%) 529 (90%) 524 (89%) conventions and reimbursement policies which may differ by infusion setting. For example,
, , o , . —— - - : : B P, Medications, n (%) patients receiving CAR T in the inpatient setting will have their AEs immediately observed
— A retrospective analysis of the Anlitiks All-Payor Claims (AAPC) data for services rendered Sormtort 723 (100%) 251 (100%) 119 (100%) 82 (100%) 119 (14.1%) 82 (24.6%) Jodiamab ISPt 153 52% 2o e e g yern Yo o) compared to the inherent lag in outpatient AE reporting.
from April 2017 to December 2020 was conducted. T e °
e The database includes fu||y adjudicated pharmacy and medical claims of patients who Mean (SD) 1.75 (2.06) 1.97 (2.32) 1.59 (1.84) 1.96 (2.59) 1.73 (2.03) 1.97 (2.38) *Includes inpatient admission (ICU stay & non-ICU), ED visits, outpatient services (procedures/diagnostics, office visits, outpatient e There may be unmeasured differences in patlent characteristics that influence AEs and the
i icar icai r mmerci N verin ver % of th Time to CAR T-cell Infusion from Leukapheresis Date, days pharmacy) and medication use (tocilizumab, corticosteroids); TFor a select list of observed events related to CRS, occurring from decision to infuse in inpatient versus outpatient settinas.
are insured throug edicare, Medicaid, or commercial plans covering ove 6 of the =dica ! , , :
the day of CAR T infusion to day 3; *Includes patients not admitted; §LOS per patient reported in days, truncated on day 3;
US hea |thca re SyStem Mear.w(SD) 31.40 (92.99) 30.79 (2.20) 29.44 (9.95) 38.14 (13.83) 31.14 (92.99) 32.93 (11.21) | | f b d | d CRS . f h d f CART f . d 30 TTLOS . d
Median (QR) 28 (12) 29 (11) 26 (14.5) 42 (24) 28 (12) 30 (15) fIFor a select list of observed events related to CRS, occurring from the day o infusion to day 30; per patient reporte o |tis p053|b|e that medications administered in inpatient settings (e.g” tocilizumab) may be

e Study Population

— RR DLBCL patients (ICD-9/10-CMs 200.x, 202.8x; C83.3x, C84.6x, C84.7x, C85.2x) with a

first claim (index date) for CAR T therapy (axicabtagene ciloleucel [axi-cel], tisagenlecleucel
[tisa-cel], or unspecitied CAR T agent) from October 2017 to September 2020, with = 180
days of pre-index and = 90 days of post-index follow-up were identified.

e Exclusion Criteria

— Patients enrolled in a clinical trial (ICD-9/10-CMs V70.7, Z00.6) = 45 days prior to their
CAR T infusion date or = 15 days following their CAR T infusion date

*For a select list of observed events related to CRS, neurological events (NEs), and infections only, occurring from the day of
CAR T infusion to day 90; TFee-for-service beneficiaries; *Other includes self-pay, other federal/non-federal programs, Title V,
Veteran Affairs plans; §Calculated with the exclusion of lymphoma, metastatic cancer, and solid tumor without metastasis

DLBCL diffuse large b-cell lymphoma, AE(s) adverse event(s), CAR T chimeric antigen receptor t-cell, SD standard deviation,
IQR interquartile range, CRS cytokine release syndrome

* Among infused patients, 66% (n=775) had an observed AE within 30 days following
CAR T therapy. By day 30, ninety-one hospitalized patients with an observed AE (12%)
required admission to the ICU (Table 2).

Table 2. Post CAR T Infusion HRU* within 30 Days Post-Index,

by Timing of Observed AE & Setting of CAR T Infusion

Inpatient CART
(n=974)

Outpatient CART
(n=201)

AE Status in 0-3 Days Post-CAR T Infusion

AlICART
(N=1,175)

in days, truncated on day 30

CAR T chimeric antigen receptor t-cell, HRU healthcare resource utilization, CRS cytokine release syndrome, ICU intensive care unit,
LOS length of stay, ED emergency department

e Ten outpatient-infused CAR T patients (5%) experienced NE within 0-3 days post-infusion,
8 were hospitalized. This rate was lower than the 9% observed in the inpatient-infused
patients (n=92) (Table 4).

Table 4. Post CAR T Infusion HRU* within 30 Days Post-Index,

by Timing of Observed NE & Setting of CAR T Infusion

HRU
in Days 0-3 Post-CAR T Infusion

Inpatient CART

Observed NE*

(n=92)

AE Status in 0-3 Days Post-CAR T Infusion

No Observed NE

(n=882)

Outpatient CART

Observed NE*

(35 [0)]

No Observed NE

n=191)

Observed NEt

(n=102)

AlICART
(N=1,175)

(n=1,073)

No Observed NE

under-reported due to bundled diagnosis-related group (DRG) payments.

e The CAR T product was not specified for the majority of study patients (N=1,029), and
product-level analysis was beyond the scope of this project.

CONCLUSIONS

* More than 4 in 5 patients received CAR T therapy infusions in inpatient settings, although
Medicare patients were more likely to receive CAR T in the outpatient setting than patients
with other insurance.Axi-cel patients had a shorter time from leukapheresis to CAR T infusion
compared to tisa-cel patients; opportunities to narrow this pre-treatment window still exist.

o Study Measures and Outcomes : : : ————————— 92 (100%) 882 (100%) 8 (30%) 74 39%) 100 (98%) 956 (89%) J Axgcel patients haql.a shorter time from Ieukaphereys’to CAR T mfgsmn compared to tisacel
HXY R B B e i I atients; opportunities to narrow this pre-treatment window still exist
: hi linical ch . biditi d in Days 0-3 Post-CAR T Infusion (n=305) (n=669) (n=31) (n=170) (n=336) (n=839) Mean LOS Among All#5 3.4 2.0 3.0 0.9 3.4 1.8 P » OPP P .
— Patient demographics, clinical characteristics, comorbidities, and treatment patterns Inpatiertt Hospitalization, n (%) 305 (100%) 669 (100%) 28 (90%) 54 (32%) 333 (99%) 723 (86%) Mean LOS Among Those Admitted 3.4 2.0 38 2.4 35 2.0
including setting of CAR T infusion (inpatient/outpatient Authorized Treatment Centers), Py — - - > e ., — Unea 7 (9% >0 (6%) 2 (29%) > 3% 1% >> 5%) * The majority (67%) of patients with outpatient CAR T infusions were hospitalized within 30
and time from leukapheresis to CAR T infusion Mean LOS Armong Those Aditted® 3.6 1.4 3.5 2.1 3.6 15 NorClU, n (%) 83 (90%) 832 (94%) 6 (60%) 69 (36%) 89 (87%) 901 (84%) days of their infusion.
. . . . . |CU,n(°A>) 34 (1 1%) 25 (4%) 5 (1 6%) 2 (1 %) 39 (1 2%) 27 (3%) s o o o o o o
— Incidence of potentially CAR T-associated AEs as determined by claims data, assessed Mean LOSS 3.8 3.8 3.6 3.5 3.8 3.7 ED vt n 09 7 (19%) 20 2%) 2 GO%) 2 (1%) 1ae 22 &%) , , L , , ,
according to components of the American Society for Transplantation and Cellular NorCU, n (%) 271 (89%) 644 (96%) 23 (74%) 52 (31%) 294 (88%) 696 (83%) Outpatient Services, n (%) 67 (73%) 304 (34%) 10 (100%) 191 (100%) 77 (75%) 495 (46%) * Inpatient CAR T patients had a significantly higher risk of any observed AE in the three days
Therapy (ASTCT) cytokine release syndrome (CRS) and immune effector cell associated EDVIt 0 18 (6%) 11 %) 3 (10%) 1 {1%) 21 (6%) 12 (1%) Mecications, n (%) 12 (35%) 165 (19%) 4 40%) e N 196 (18% following CAR T infusion as compared to patients treated in the outpatient setting.
neurotoxicity syndrome (ICANS) consensus grading scales? Outpatient Services, n (%) 213 (70%) 158 (24%) 31 (100%) 170 (100%) 244 (73%) 328 (39%) Coroostoroicks 59 (64%) 288 (33%) 7 (70%) 60 (31%) 66 (65%) 348 (52%) * Observed AEs in the first 3 days post infusion appeared to be a driver of HRU, with such
. . . . . . e . . Medications, n (%) . . . . . !
— HRU (inpatient hospitalizations, emergency department [ED] visits, outpatient services, Todizurmab 102 (33%) 95 (14%) 13 (42%) 22 (13%) 115 (34%) 117 (14%) AE St in 030 Days Post CAR T Irfusion patients having greater 30-day HRU than those without observed AEs. By contrast, 30-day
and med|Cat|0nS for AE management) fO”OWlng the date Of CAR T |nfUS|On Corticosteroids 181 (59%) 166 (25%) 22 (71%) 45 (26%) 203 (60%) 211 (25%) HRU No Observed NE Observed NE™ No Observed NE Observed NE" No Observed NE HRU was more Similar for patients Wlth and Wlthout an observed AE Wlthln 30 days pos.t_

in Days 0-30 Post-CAR T Infusion

(n=748)

(n=36)

(n=165)

(n=262)

(n=913)

AE Status in 0-30 Days Post CAR T Infusion Inpatient Hospitalization, n (%) 226 (100%) 748 (100%) 25 (69%) 110 (67%) 251 (96%) 858 (94%) infusion, suggesting that factors other than AEs may more strongly influence HRU over the
® et : HRU No Observed AE Observed AE" No Observed AE Observed AET No Observed AE Mean LOS Among Al [+t 12.9 13.5 9.1 6.8 12.4 12.3 |On er term.
StatIStlcaI AnaIYSIS in Days 0-30 Post-CAR T Infusion (n=303) (n=104) (n=97) (n=775) (n=400) Mean LOS Among Those Admitted 12.9 13.5 13.1 10.2 12.9 13.1 J
. . . . . - P I o o o o o o ICU, n (%, 30 (13% 77 (10% 6 (17% 14 (8% 36 (14% 21 (10%
— Descriptive statistics were reported as frequencies and percentages for categorical Inpatiert Hospitalization, n (%) 671 (100%) 303 (100%) 76 (73%) 59 (61%) 747 (96%) 362 (91%) Me;‘ni’ - 1(5,8 ) 1(2.9 ) 1(1.7) 1:(),.1 ) 1(5.1 ) 1(2.9 )
oS
variables: mean. median. and range for continuous variables (Table 1) Chi-square tests Mean LOS Among All#11 13.0 14.1 9.0 5.3 12.5 12.0 NorHCU, n (%) 196 (87%) 671 (90%) 19 (53%) 96 (58%) 215 (82%) 767 (84%) R E F E R E N C ES
1 ! ! ) A Mean LOS Ammong Those Admitted ™ 13.0 14.1 12.3 8.8 12.9 13.3 — - . . . . .
(categorical measures), t-tests, and Wilcoxon-Rank Sum tests (continuous measures) were ICU,n (%) 76 (11%) 31 (10%) 15 (14%) 5 (5%) 91 (12%) 36 (9%) ED vist, n (%) 28 (12%) 49 7%) 3 (8%) 10 (6%) 3102%) 59 (6%)
: : Mean LOS' 12.9 15.5 13.9 10.6 13.1 14.8 ent Services. n (% % 7 % % % % : : : : : :
used to assess group differences, where appropriate. NordCUn @G 595 (89%) 272 (90%) 61 (59%) 54 (56%) 656 B5%) 226 (3% Outpatient Services, n (%) 200 (88%) 652 (87%) 36 (100%) 165 (100%) 236 (90%) 217 89 1. Smith S, Essell J. Evolving the delivery of CAR-T-cell therapies to the outpatient setting. J J J
o : . : ; . : : Medications, n (%, : . :
— LOgIStIC regressions were used to ldentlfy predlctors Of Settlng Of CART IﬂfUS|On. ED visit, n (%) 62 (9%) 15 (5%) 8 (8%) 5 (5%) 70 (9%) 20 (5%) Todmmabn(O) 80 (35%) 250 (33%) 11 (31%) 43 (26%) 91 (35%) 293 (32%) J Clln Pathw 2071 814(8)42_47
. . . : . % % % % Q % % . .
COX pI’OpOFtIOI’]a| hazardS mOd@'S were US@dtO aﬂa|yZe time 'FI’Om |eUkaphereS|S to CAR T Outpatient Services, n (%) 586 (87%) 266 (88%) 104 (100%) 97 (100%) 690 (89%) 363 (91%) Corticosteroids 150 (66%) 475 (64%) 19 (53%) 81 (49%) 169 (65%) 556 (61%) 2. Lee DW, Santomasso BDI Locke FI_’ Ghobach A, Turt|e CJ, ot a|, ASTCT Consensus Gradlng
infusion and time to potentlally CAR T-associated AEs. Medications, n (%) *Includes inpatient admission (ICU stay & non-ICU), ED visits, outpatient services (procedures/diagnostics, office visits, outpatient for Cytokine Release Syndrome and Neurologic TOXiCity Associated with Immune Effector
B e . . . ™ Todlizumab 234 (35%) 96 (32%) 30 (29%) 24 (25%) 264 (34%) 120 (30%) pharmacy) and medication use (tocilizumab, corticosteroids); TFor a select list of observed NEs, occurring from the day of . . )
Statistical analyses were performed using R and analyzed using Rapid Analyzer o & 130 (64%) 195 ea%) 22 (50%) 18 (499%) 282 (629%) 243 (61%) CART infusion to day 3; fIncludes patients not admitted:§LOS per patient reported in days, truncated on day 3; IFor a select lst Cells. Biol Blood Marrow Transplant. 2019;25(4):625-638.

comparing the following subgroups:
* Patients receiving CAR T therapy in inpatient versus outpatient settings

* Patients with at least 1 observed AE-related claim versus those without an observed AE
in the follow-up period

*Includes inpatient admission (ICU stay & non-ICU), ED visits, outpatient services (procedures/diagnostics, office visits, outpatient
pharmacy) and medication use (tocilizumab, corticosteroids); TFor a select list of observed events related to CRS, NEs, and

infections only, occurring from the day of CAR T infusion to day 3; fIncludes patients not admitted; §LOS per patient reported in
days, truncated on day 3; fIFor a select list of observed events related to CRS, NEs, and infections only, occurring from the day of
CAR T infusion to day 30; TTLOS per patient reported in days, truncated on day 30

CAR T chimeric antigen receptor t-cell, HRU healthcare resource utilization, AE adverse event, ICU intensive care unit, LOS length of
stay, ED emergency department, CRS cytokine release syndrome, NEs neurological events

of observed NEs, occurring from the day of CAR T infusion to day 30; LOS per patient reported in days, truncated on day 30

CAR T chimeric antigen receptor t-cell, HRU healthcare resource utilization, NEs neurological events, ICU intensive care unit, LOS
length of stay, ED emergency department

* Medicare patients had a significantly lower likelihood of undergoing CAR T infusion in
the inpatient setting (OR: 0.23, 95% Cl: 0.14-0.39, p<0.05) compared to patients with
commercial, Medicaid, or other insurance types (Table 5a).
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