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19310 CAR-T ag1al5?

MIudn CAR-T lamsuiondrlnaln T cell tilalian marker idonlalasase mnda TAA-T lulawiu
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ReMIND sugjiheoamnguii Children’s National Hospital Arm A 73ui10iltiiaifiany diffuse intrinsic pontine
glioma (DIPG) titovanyuusaiilaunsneim pons Failudrnnilenesnmuanasuazindaeonlasn Arm B smuile
sananeuaslsdunatuanmuanaviinaumiiug dedemssnm wisudas wiadesnawnlalasy lymphodepletion A4
huefiuminssesduiiaausadpiguinidnmnidmarnenlimaaniquii Arm C lunguassdauneaitetan
wonmuanaviinauniing uagiinaiiinianouliidaa Taold fludarabine uag cyclophosphamide

Three arms, two disease settings, two starting points for survival
The groups provide different kinds of information.

( N\ 7 N\ )
ARM A | 11 infused ARM B | 18 infused ARM C | 4 infused
Newly di d i . .
ewly clagnosed aggressive Returned / resisted treatment / Returned outside
brainstem tumor (DIPG) N . )
worsened outside the brainstem the brainstem
NO pre-infusion ) No pre-infusion Immune-cell-reducing
1mm1'me-cell-reduc1ng dizme immune-cell-reducing chemo chemo before first infusion
Survlvial coun'ted Survival counted Survival counted
from diagnosis from first infusion from first infusion
\_ J L L J

’
: DO NOT COMPARE THE SURVIVAL ESTIMATES DIRECTLY

1 . . . . .

1 * arm A starts at diagnosis; arms B/C start at first infusion
1

1

1

\
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Original diagram - The Clean Paper - CC BY 4.0
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g1 51 anlianadusen 48 aulasumstiuiden Tu 48 aulu 41 au wie 85.4% wan TAA-T laluswiam
i sgaiusnaasmanaasaniagani 33 aulasinslisadegiatesnitens: 11 aulu ngumsnm A, 18
anlu ngumssnm B uag 4 aulu ngumysn C
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The treated group was smaller than the consented group

Every step tests whether the treatment can be made and delivered.

0 51 consented a 48 blood collected © u products made o 33 infused

16 arm A to make each at the first planned 11 arm A

28 arm B patient's cell product dose or higher 18 arm B

7armC 4armC

— — —l

tT T T T T T TTTTTTTTTTTTTTT T TTT T TTTTTTTTTTT T TTTTTTT T TTTTTTTTTTTTTTTTTTTTTTTTTTT TSI TSI TSI TSI TS \
: WHAT THE NARROWING MEANS :
i * making the treatment, still meeting the trial's rules * 33 treated patients cannot silently replace the 51 who 1
i and worsening health affected who reached infusion consented ,
: i
1 1

_______________________________________________________________________________________
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mynaasasnnngibeiigusen 51 au wagliigaaasa 33 au 18 animglissninamadudwnilaremangiu: mafden
MINEANMITNI MIgainmnnaass Lasgamuiingas axunmuainlaslildeadusnm
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MoyuuNassaidcmaulasanaesniag Nudenithning 80 amtsaanauit ladaaannas NI u
Hnidsamelagdszana (8 x 1077 cells/m?) diniisameinalssfinnmeadinoesnmiasiame lagsui
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wamyol lainlyzasa 293 ain 332 a33 ia 88% ogil grade 1 nio 2 namyoiitmnion laun 1hadsws sownds
wiodu adnld uazendon ghhe 3 1n 33 auillasiigaafimamaol grade 3 dulililiialminFoudamaimysnm
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Three documented intervals, three different histories

Not to scale. Sequence is shown; attribution is not.

4 )
P41 | age 8 | rare astroblastoma
Before: surgery, radiation, 3 TAA-T infusions + . Complete response on scan —___ >41.2 months disease-free
re-irradiation, low-dose chemo pre-infusion chemo ~1 year after final infusion ONGOING at cutoff

G J
P35 | age 14 | medulloblastoma returned 3 times
Before: tumor returned 3 times, —— TAA-T infusi — No later antitumor —_ >31.8 months disease-free
17 disease-directed treatments AEusion treatment reported FOLLOW-UP ENDED off-study

4 )
P36 | age 14 | pediatric glioblastoma that returned
Before: repeat surgery + TAA-T infusi . After: 7 months of a ____ >51.6 months disease-free
temozolomide tusion CDK4/6 cell-division blocker ONGOING at cutoff

G J

No line here says the infused cells caused an outcome

Original diagram - The Clean Paper - CC BY 4.0

P41, P35 uag P36 andigiailasalyaiiniingnnainms Litaaansinsn Lan1ssnInanniil Mssn#1ngnad anuamsnda
Tsanauisn uazanmemafiamuannii idunaudasaint Tildmauasua
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P41: myaauauoanyyyol il baseline @ausn

P41 111 Mynaaa nauany 8 a1y astroblastoma vinaumiluziwazii EWSR1-BEND2 gene rearrangement
Fafluguamifiitosenmeniiiuaesdndommaroni Tyaeguiin third ventricle wilaluTusviifinounaranlu
anev @nrumrhdaieeanuassidsnyuamsaa Nniilasusiddnaesamiiaidennau TAA-T uaganiaiiumia
awiadsnaedounanliigaa P41 i nagunssnm C lasinaiiminaaniqununeulvigaa uarlasy TAA-T aw
A%

nasidormaqemnmanadlnig 15ail baseline gnaaiin Yauuwralala but dulszdinla: voawdunolsadinla ua
Tdvingnumstammnediadeiola issmnmnitainaamsliesagames mymeliines non-target lesion aubiauums
AnTEAN MIaeuaMataNyTIL BRNELETUMINMN TayaaunNLaaIENilaaa lsaNNn 41.2 tdenkuanms i
A3ausn wagdinatiovay ot Tudaneya 1 anaan 2026
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Pre-infusion (P41) Post therapy year 1 (P41)

MW MRI un Tl-weighted nassaastiinanuulsoudaariuans P41 neulvtdaauagnitainaimaliassgams dimaswd
dniteiionaudnwuiin uaaausoii enhancing lesion neulitgaauaslimluili 1; giousaiin mneuanasanysol my
waliiumsdanazanasilianumit uansalideriuonlulaneslsiluauna: Tsanos P41 aau baseline hsifinlauals
annyodamwnarndede Winlasisiddazieaiiinionen TAA-T msaauauauini wag msnaaa lufinguaiuan

Gomez et al. / Nature Medicine CC BY-NC-ND 4.0

iflunmsdunaiilaaiauiiganes manaase wasiilwdesridanaiinlngiga ssifsysnmareaiasandaiomnly
as Usinmuuitesanilgiidin o baseline Sugulasn saddwazefiumiamnnenidaa mynevanauiaard uaslais
NANAIVAN

wanpupiiguingsilagesinaiilila »imld ELISpot assay daiilumnadeuluwienlfiidimyiiasadyanaan T
cell uaagailannaovanasaatthwineiiiden tsaaiiwanln P41 lunaaumelangitengidnnoamsdnm waunn
Unngamslumyiensilnifidouinmnnn uasmonasgndaoannyzndia false positive; WHUNAZIVUANTTY
oMM uaglufindanmwnnie lunaaaud Wniavdadamauaaai v liarsaeinisiamenos T-cell receptor
4 0] £ ta a J oA o v 0 X A ca9 ¢ v 0 . a¥. v
13e clonotypes il lufindanwnmdadmsbssynmeihiieladlureusaaiili wasdreganaagiqununaninn
doalumenasgnliviisalumyiansinin g laldmssbguannmnnindealasas aadudegniii ismsadudi
T0ga5 N BAaNNHAANUAT LHA0ETE8Z01INT LN IUIN

msnadaugiigununarivenaslsla?

1
ELISpot M T cell ldasdnyanmnia bivlednrathnmneiidonlunowul jiiiny midamuasiiiiedsy
aumasouash T cell Wonviioglundanmailiannsanunazialamenailuideaniaiiodonsola wa
i bsinenadianwina ldnnmsnuhnneglilismsaseg  uadvednuiuidgaliiigaiingaaiuanngnes
myaeuanesnnadin Iuiitifgmmanaitawasms lifidresnaangmlnuduaie T dadianuiiigaliasy

v

auinnulilavaaningadili P41 Muhwinsauiiaala aseglusames wialuaunanes mynouauasanysot
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P35: 1nn71 31.8 1dan uainsdamudunda

o X

P35 11 manaaas aeuaiy 14 ia7s grade 4 medulloblastoma xgiSeananageiidianbasausnaoualy 7 i (e
anasn Tsanaimnuaranasinasgihelas msshwisalsa 17 asi

wad TAA-T unanungauanuasiisnwmuunmlas hiimysnmamiiesenilidn doyaaumainiindralasa
Tramnndn 31.8 w@enrvanmslnasiusn woferanu P35 sanmnmydnmn luaddrosnu mydanagn cen-
sored: Myfinamunigaasaii Tagliauniinineslymenat Saqealidednitlildviudateyagamenesmany

o baseline Tsaluansaialasgraindadensalssiinnnaunudneazanlssanmanatansl 150 ssnin g
mnuagms lifinguulsauisuuundamln bismnsassyiaitlinmsunsnu s lasgiadon

P36: midauastaditimionan mysnwwuuyahnmenad

P36 iilony 14 11a1e pediatric glioblastoma finainilugmaslsaanitudamalaaiimiomnayyusinnusad
wag PARP inhibitor (34naass daflueiiadlaudenianmanilsiivaaaitovanladon DNA fildems ilevenusas
snatdennaulidaansansn; imsaagdinasadiunia temozolomide now TAA-T

Tasimssnwiidelyassningrs TAA-T fimasaniiueg uanainmyliassgams P36 1o CDK4/6 inhibitor 1iuiiad
Watden Bailusnjuthiiesnuunlszaamauiiagaa teyadumainiinginlasalyannni 51.6 tdeuruanns
Iasiusn uasdiaatilevagiiioduindatoya

#ienigaluamnsal uategmeluarabitiinga wafiumia TAA-T wasmssnmgathamena msneasy wonwa
roudazesnlila

mluan “naqaann” fadaswdn “<onse” lala

nsolmaritiianansfinmeiennazeuingnielinani

ReMIND laign Lifinguaduquanasiv uaslilnaiweniesanuimnnuilenageuinmsysnm lawanialsi nau B uag C
PR U5mnmlse masnmneuniy wagdunilsaiimaadiani; myvndeyatiumstdonidawssosunimaiun
Fauiutieya Arm C vinafhiniaaagiquaneulnigad sseil naumissne B Lilald gibhoineausiimssnmdia
Linas TAA-T gilgalaitiia progression 3nauaiatitavaniineaiutosinn feriinadonaansarsdiniios

ClinicalTrials.gov nUUMANNUIKLA1TINANNAY Registry 13A1iu5¢1) 33 au enrolled wagtiumnasiaanuilasany
nanlu 42 Muusn @arnunanuuag iInoenzeelasamsdnm 13uan 51 anitdusen 11901 33 audilasuigaa uazasing
ammunantiinanulasans naauazawnaumssnu lanie i wazasldsminolaae unanuitldafomnes uiab
wag NANTAN 1ATINTANY WNUMTHANTSDUURUN @D

gannaianitlalamlidnanamairamuaanuaian uaiumuuan “ensaian” urluuinangmseesinla

Hado dyanastiiesan: mawalinadeugnsmans lunuieanuuilelsadinilslont dmstadrinandain uasi
nanulsuLiisuiitenuanesmssnisannnmyaatdan vt wazmsquadula siulalinangindnamaumesann T
cell laildnanguingaatin blood-brain barrier — nautaaasiussnindaanyuisuninioanas — uarsnile
son waglilinmssnniesenasiannsasosrenannuivlaluAnin
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mamdaljiiizes ReMIND — wdauaglimysnulansolu? — aevlddnanaosta wdn TAA-T finwianaumm
ssauwsnnIegenlaadmst 41 nin 48 auilidden ameil 33 0 51 auildusenlasinsadesianesniieniy
NTLINUMIHANGIRTUTLIINN MINaasl sgianeditnanarswilidnmaes uanuoaliasemuaiananagiun

wndasaofinguinaaanuhnngiigalalaesindodonsoli  umalilue  aveguimualuvu  uasnaansdin
aviisunumsquadunioli vimlngiiudaauiluiiovendnwmsouansinylitios manaass Tuowaaiioanuun
nadauilys lomiaossnmanuuananil seazii 1 dusnlaila: siaiesen 15malya wiimionenlizaa mysnmn
Aauni1 wagnysnmiilnaona

amsiaseuaiwdgitosenanasluidn annliwiuenlilavhnianuinular HHrenanaudnaslasuens
aulalaglidewldsuiiiuaduan anumiviliiissdfigadoanuniviivenanuaserinngabizdnnniieala

niNguiauIsadns: dnidaasuunsulila

thwdessssumitesnlidasitauasdannaums  uasiwbilsuunin ReMIND wilulyailasenashaes
wBanadenii lnans wasuwngaavdadulalaglizinmysnmmnaasazing lifina wisnasuansy
nwiniindnlasalyaiton wasguiniinmanmsotiialssasaguussnimadodinres P27 Wnidsdaduin
mamsaitdedinonaionntl TAA-T uagingieinilsaiingiu; muaunudaaaasanll progression AN 1
winowihungounaslila uagliargnulaswilumsnan ny

yia P27 Umlasanuiludmdrneadn ualiasmlidnnasiiiuwinsssn nammetansgihanndriianeny
womiilean asevatiitaovdadulamelausinadi wasiinsnmniisudesenluanmmsoii liimadenlam
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