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MoapobHoe onucaHue

PSMA-targeting TGFbeta-insensitive armored
CARTT cells in metastatic castration-resistant
prostate cancer: a phase 1 trial.

AsTopbl : Narayan, Vivek; Barber-Rotenberg, Julie S; Jung, In-Young;
Lacey, Simon F; Rech, Andrew J; Davis, Megan M; Hwang, Wei-Ting;
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Gladney, Whitney; Nobles, Christopher L; Raymond, Hayley E;
St Hexner, Elizabeth O; Siegel, Donald L; Bushman, Frederic D; June,
Carl H; Fraietta, Joseph A; Haas, Naomi B
Ga
AHHOTauMA :
Ku -targeting -insensitive
armored in metastatic
Hc antigen receptor (CAR) Tcells have
demonstrated promising efficacy, particularly in
Sir . One challenge regarding
Tcells in is the immunosuppressive
St microenvironment (TME), characterized by high levels of multiple
inhibitory factors, including
Zy ( )-. We report results from an in- phase1 trial of
Cit -directed CAR Tcells armored with a
(NCT03089203). Primary endpoints were safety
Dh and feasibility, while secondary objectives included assessment of
g Tcell distribution, bioactivity and disease
a

response. All prespecified endpoints were met. Eighteen
enrolled, and 13subjects received therapy across four dose levels.
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[MopBepem utor
BoBneyeHne TCR MHULUNPYET CEPUD MONEKYNAPHBIX COBbITUIN, NPUBOAALLUX K CEKPELUM LMTOKMHOB, Nponudepaumm n

anoddepeHumposke T-knetok. Taknm obpa3om, Hawa paboTa npegocTaBuia HOBoe NOHMMaHWE B3aMMOLAENCTBUSA MexXay
paHHUMK curHanbHbiMu NyTamm TCR n CD28, nmeowmmm pellatrollee 3HavyeHne ang 3arnycka akTuBaumm HamBHbIX T-KNeTokK.
3apencrteoBaHne TCR (peuenTtop T-knetok) nHayumpyet ¢ochopunnpoBaHmne TMposnHa agantepa LAT (nuHkep akTuBauumm T-
KNeTokK), U TEM CaMblM OH PEKPYTUPYET HECKOJIbKO LIMTO30/1bHbIX MEANATOPOB ANA HMXECTOSALMX CUTHAMbHbIX NyTen. 3Tu
curHasnbl NpnBoaaT K dochopnnmpoBaHnio MOTUBOB akTUBALMM MMMYHOPELENTOPOB Ha OCHOBE TUPO3NHA, MPUCYTCTBYIOLLNX
B LMTO30/bHbIX XBocTax TCR-accoummnpoBaHHbix cybbeauHnl, CD3, koTopbie nocne ¢pochopunmpoBaHma CnyXaTt Kapkacom
ons cbopkun 6onbWIOro cynpamMonekynsapHoOro CUrHanbHOro KOMaekca, OTBETCTBEHHOMO 3a akTUBaLMO T-KNeTok.
ConytcTaytouas ctumynaumns TCR 1 CD28 Bbi3biBaeT BblipaXXeHHbIN KanbLUEBbI OTBET B HaMBHbIX T-kneTkax. AKTuBaums T-
KNeToK MHULMUPYETCS NpU B3auMoaencTBUnN nuraHaos peuentopa T-knetok (TCR) 1 KOCTUMYNUPYOLWNX peLenTopoB.
DaKTUYeCKU, akTUBALUIO MOXHO 6b110 06HAPYXXUTb NPU 3HaYMTENbHO Bonee HU3KUX KOHLEeHTpauusax nentngos, yem y T-
kneTok, akcnpeccupyowmx TCR gukoro tTuna. 3agencrteoBaHue peuentopa T-knetok (TCR) cneundunyeckum nuraHgom
nentua-MHC uHnuumpyeT TpaHcMeMbpaHHyo nepegady CUrHanoB, Bbi3blBalOLLYO aKTUBALMIO T-KNETOK, YTO ABNSEeTCs
K/1l04EBbIM 3TaNoM B 60NbLUIMHCTBE afanTUBHbBIX MMMYHHbIX OTBETOB. 3TM noaxoabl NponssoaaT curHan TCR HegocTaTouHOM
cunbl, 4TOO6bI BbI3BaTb akTuBaumo CD4(+) T-KNeTok, U BMECTO 3TOro Bbi3bIBAOT GYHKLMOHANbHYIO aHepru nnu geneuuto T-
KneTok, nsberas npu aToM reHepanmM3oBaHHOM AOrOCPOYHON MMMYHOCYMPECCUN.
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Sechenov — DataMed.Al

OnbiTbl M OUEHKA KayecTBa Pa3/IMuHbIX moaenei

MegauuuHckum yaT 6ot Sechenov-DatMed.LLM [ ver=0.0.2]

MapmeTpbl Moaenen

Temperature: 0.40

——

Context_length

Context_length: 1024

—e

Max_new_tokens

Max_New_Tokens: 512

—e

Top_K: 30

BuiGop mopenu:

SelectModel
( llama-2 (13B)

| hope this information helps! Do you have any other questions or concerns?

User ©
Q
@ What is Sensitivity of EBUS-TBNA in the diagnosis of lung cancer
Liama-2(138) ©
Q
L Hello! I'm here to help you with your question about the sensitivity of EBUS-TBNA in the diagnosis of lung cancer.

EBUS-TBNA (Endobronchial Ultrasound-Transbronchial Needle Aspiration) is a minimally invasive diagnostic procedure that uses a flexible
bronchoscope to obtain tissue samples from the lungs and surrounding areas. The sensitivity of EBUS-TBNA in diagnosing lung cancer refers to
its ability to correctly identify cancerous cells or tissues
Studies have shown that EBUS-TBNA has a high sensitivity for detecting lung cancer, particularly for adenocarcinoma and squamous cell
carcinoma. One study published in the Journal of Thoracic Oncology found that EBUS-TBNA had a sensitivity of 83.9% for diagnosing lung
cancer, with a specificity of 95.6%. Another study published in the European Respiratory Journal reported a sensitivity of 87 2% and a specificity
of 94.1%
However, it's important to note that the sensitivity of EBUS-TBNA can vary depending on several factors, such as the experience of the
operator, the quality of the equipment, and the patient's individual characteristics. Additionally, EBUS-TBNA may not be as effective in detecting
certain types of lung cancer, such as small cell lung cancer or metastatic disease
In summary, EBUS-TBNA is a highly sensitive diagnostic tool for lung cancer, with studies showing an accuracy rate of around 85-90%
However, the sensitivity can vary depending on several factors, and it may not be as effective in certain cases. If you have any further questions
or concerns, please don't hesitate to ask!

User ©

o
@ What is Sensitivity of PET for lung cancer diagnosis?
Liama-2 (138) ©
Q
i= Hello! I'm here to help you with your question about the sensitivity of PET for lung cancer diagnosis

PET (Positron Emission Tomography) is a powerful imaging tool that can help doctors diagnose and monitor various types of cancer, including
lung cancer. The sensitivity of PET for lung cancer diagnosis refers to its ability to accurately detect and identify lung cancer tumors

Studies have shown that PET has high sensitivity for detecting lung cancer, particularly for adenocarcinoma and squamous cell carcinoma
which are the most common types of lung cancer. In fact, a systematic review and meta-analysis published in the journal Radiology found that
PET had an overall sensitivity of 87% for detecting lung cancer

However, it's important to note that the sensitivity of PET can vary depending on several factors, such as the type of tracer used, the dose of
tracer administered, and the quality of the imaging equipment. Additionally, PET may not be as sensitive for detecting small tumors or early-
stage lung cancer, and it may not be able to distinguish between benign and malignant lesions in some cases

It's also important to note that while PET is highly sensitive for detecting lung cancer, it is not perfect and can produce false negative results in
some cases. Therefore, it should be used in combination with other diagnostic tests, such as CT scans and biopsies, to ensure accurate
diagnosis and treatment

In summary, the sensitivity of PET for lung cancer diagnosis is high, but it may not be perfect and should be used in combination with other
diagnostic tests to ensure accurate diagnosis and treatment. If you have any further questions or concemns, please don't hesitate to ask!
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NHTennektyanbHbi 60T Ha ocHoBe RAG 1 reHepaTtuBHOM LLM
moaenu

MeguumuHcKne gnanoru us npeanpoma

Cuctema ©

\V
3apasavite Bonpoc mopenv DataMed.LLM (c6opka v.0.1.12)!

Monb3osaTens ©

Q
CpaBHUTb ahPeKTUBHOCTb rMPUTUHNOA, 3pNOTUHMGA N adhaTUHNOA NPU NTEYEHUN MENTKOKIIETOYHOrO paka ferkmnx?

Mognens ©

Kak yaTt-60T, 06y4eHHbI paboTe ¢ 60nbluMMU 06 beMamMn MeAULIMHCKOWN MHAhopMaumn, A MOry NpefocTaBuTb BaM MHGopmaumio 06
athheKTUBHOCTU MMNOTUHNOA, 3pNOTUHMGA N achaTnHMBA B NTEYEHUN MENTIKOKIeTOYHOro paka nerkmx (MPJ1).

CornacHo cuctemaTn4yeckoMmy o63opy 1 MeTaaHanuay, onybmMKoBaHHbIM B XXypHane Thorax, Bce Tpu npenapara gokasanu CBOK
athbheKTUBHOCTL B Tepanun nepsor nnHum MPJ1. OgHako CylwecTBYIOT HEKOTOpbIE pasnnymA B UX apheKTUBHOCTU, KOTOPbIE MOTYT
NMOBNUATb Ha PELUEeHUA O IEYEHUN.

'MnoTnHn6 (TenmMeTko) — MHrMBUTOP TUPO3NHKMHAS3bLI, opobpeHHbI FDA B 2018 rogy ana neyeHua metactatudeckoro MPJ1. B
KNIMHUYECKMX UccnepoBaHuAx 6bin0 NokasaHo, YTo npenapar yny4aeT o6Lyo BbDKMBAEMOCTb, BbXXMBAEMOCTb 6€3 NporpeccMpoBaHuA 1
4acTOTy OTBETA MO CPaBHEHUIO C XxuMmoTepanuein. MetaaHanus, onyb6nvMkoBaHHbIN B XXypHane Cancer, nokasarsn, 4To runoTUHNG CBA3aH Co
3HaYMTESbHbIM Yy4lleHeM 06Lel BbDKMBAEMOCTM NO CPaBHEHMIO C ApnoTUHMGOM (Tapuesa) n adpatuHnbom (MmnoTtpud).

OpnoTUHNG — NHrMBUTOP TUPO3MHKMHA3LI EGFR, KOTopbIn y)ke HECKONbKO NeT ucnonb3yetcA ana nedeHna MPJ1. B knvHn4eckux
nccnenoBaHuAx 66110 NoKasaHo, YTo nNpenapar yny4dwaeT o6Lyt0 BbDKMBAEMOCTb, BbDKMBAEMOCTb 6€3 NporpeccMpoBaHnA 1 YacToTy OTBeTa
Nno cpaBHEHUIO C XumMmnoTepanuein. MetaaHanusa, onybnnmkoBaHHbIN B XXypHane Oncotarget, nokasan, 4To apnoTuHUG cBA3aH co
3HaYMTENbHbIM YNy4lleHeM 06LUel BbDKMBAEMOCTM MO CPaBHEHMIO € achaTUHUOOM.

AdaTtnHnb ABNAETCA MHIMBUTOPOM TUPO3MHKMHAa3bl EGFR, KOTOPbIN TakXe UCMONb3yeTCA B TEYEHNE HECKONbKUX NeT ana nevyeHuAa MPJ1. B
KIIMHUYECKUX nccneaoBaHnax 6b110 NoKasaHo, YTo npenapar yiyywaeT o6LLy0 BbKMBAEMOCTb, BbDKMBAEMOCTb 6€3 NporpeccupoBaHna U
4acTOTy OTBETa MO CPaBHEHUIO C XxuMmnoTepanuein. MetaaHanus, onyb6nmMkoBaHHbIN B XXypHane Lung Cancer, nokasan, 4to acdaTtuHnb cBA3aH
CO 3HAYMTESIbHbIM Y/yyLllEeHUEM 06LLEel BbKMBAEMOCTU NO CPABHEHWUIO C 3PNIOTUHUOOM.

YyBCTBMTENbHOCTL CMMPOMETPUYECKOTO TecTa AMNA BbIABNEHWA XPoHUYecKon obcTpykTuBHo BonesHu nerkux (XOBIT) Boicokas — 74%. OaHako
cneuudrYHOCTb 3TOrO TeCTa COCTaBNAeT BCero okono 65%, a 310 03HaYaeT, YTo oTpULlaTenbHbIi pesynsTaT He uckniodaet XOBI. B pesynsrate
NONOWTENbHaA MPOrHOCTMYECKAA LIeHHOCTb MOKET ObiTb HU3KOW B HEKOTOPbLIX rPynnax HaceneHua.

XOBJ1, unu xpoHuyeckas obCTpyKTUBHAA BonesHb NMerkux, — 370 COCTOAHME, NMPW KOTOPOM AbIXaTefbHbIe NYTH CY:KatTCA U 3aTpyaHAETCA
AbixaHue. CnpoMeTpUYECcKWii TECT U3MEPSET, CKOMbKO BO34YyXa Bbl MOXKETE BblAOXHYTh Nocne rmyookoro Baoxa. Boicokasa 4yBCTBUTENLHOCTD
03Ha4yaeT, 4yTo TecT no3sonAeT BoiasuTe XOBJ] npun ee Hanu4uu. OgHako, nockonbky He Bce noau ¢ XOBJT umeroT aHomanbHbie pesynsrarhl
CMpOMETPUK, CNeundUHHOCTb TECTA HIKE. 3TO 03HaYaET, YT Y HEKOTOPbIX MioAen, He cTpagatowmx XOBJ, 3ToT TecT Bee Ke MOXeT 4atb
NONOMUTENbHLIA Pe3ynsTar.

Takum 0Bpa3om, XOTA YYBCTBMTENBHOCTL CNMPOMETPUYECKOTO TecTa Ana BuigeneHua XOBJT BoICOKa, ero cneumdu4HOCTb NLLL yMepeHHaa. B
pE3ynkTaTe NONOKUTENbHAA NPOrHOCTUYECKAA LIEHHOCTL MOMKET BbiTh HU3KOM B HEKOTOPLIX TPYNNax HAaceneHnsa. BasHO NOMHUTL, YTO
oTpUUaTENbLHBIA pesynsTar He uckniouaeT XOBIT u MoxeT noTpeboBaTbeA AanbHENLLEE TECTUPOBAHUE UNW OCMOTP Y Bpaya.
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1. MannounoHnpoBaHune LLM — reHepauma He cyLLecTBYHOLWMX 3HAHUN

2.Bbe3onacHOCTb — HamepeHHOoe BHeAPEeHME TOKCUYHbIX MHCTPYKLUMIMA UK NpeaB3siTbIX TEKCTOB B
NOMEH

3. 06ecneyeHne KOHGUAEHLUMANBHOCTU AaHHbIX — 0COOEHHO NPM 0OyYeHUU Ha AaHHbIX MALUEHTOB,
npobsembl OYNCTKU U AenepPCoOHNPUKALMN OAHHbIX

4. 10CTYNHOCTb pecypcoB ANA 0by4yeHUsa UAn TIOHUHra LLM
5. Pa3paboTKka cmctembl OLEeHKU KayecTBa LLM meamumMHCKOro Ha3Ha4yeHus

6.loarotoBKa AataceToB ¢ MeAULMHCKMMU 3HaHUAMM ANna obyyeHuna LLM

7. NHTEepnpeTnpyemocTtb 1 OO bACHUMOCTb reHepupyemblx pe3ynbtaTtos LLM
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I'Iepnnel(cml - BEPOATHOCTHAA N\ETpVIKOﬁ, KOTOPdA KO/IMYeCTBEHHO onpeaendert creneHb HeonpeageneHHoCTn niu VlHCI)OpN\aLI,VIOHHOI'O cogepxraHUA B
MPOrHO3ax, CAE/NTaHHbIX A3bIKOBOW moaenbio, Npumu asTOm 6onee HU3KMe 3HaYeHUs OTPAXKAlOT bonee BbICOKYKO TOHHOCTb U nNocnenoBatTe/ibHOCTb NPOIrHO30B8.

BLEU - OueHka Bilingual Evaluation Understudy (BLEU) oueHuBaeT KayecTBO pe3ybTata MalLIMHHOIO nepesoaa NyTeM CPaBHEHMA ero ¢ OAHUM NN
HEeCKO/IbKUMUN 3TA/IOHHbIMU NepeBoAaMMU.

GLEU - GLEU Bbluncnaet cpeaHunimm 6ann pas3anydHbIX n-rpamm, npegnaras 6osee nonHy OLEHKY CreHEPMPOBAHHOIO TEKCTA.

ROUGE - OugeHka, Recall-Oriented Understudy for GistEvaluation oueHnBaeT cuctembl aBTOMaTU4YECKOTro pepepmnpoBaHMA U MALLMHHOIO NepeBoaa,
N3MepPAA NepeKkpbITMe MeXay CreHepPUPOBaAHHbIM PE3OME U CMPaBOYHbIMU PE3OME.

Distinct-1/2 — 310 AoNONHUTENbHAA Mepa, UCNOb3yemasn A5 OLEHKN pa3HoOobpa3na creHepuUpPoBaHHbIX OTBETOB NYyTEM KOJIMYECTBEHHOMW OLLEHKM
VHUKa/IbHOCTU N-TPamMM.

OueHKa F1 — 370 noka3aTtesb MalWWMHHOIo oby4yeHunsA, KOTOpPbIN coyeTaeT B cebe TOYHOCTb U MOJIHOTY A1 U3MEPEHMA TOYHOCTU MOAENN ABOUYHOWM
Knaccndukaumm, banaHcmpya mexay npaBuabHON naeHTUPUKaLUMen NONOKNTENbHbBIX MPUMEPOB U MUHUMM3ALMEN JIOXKHbIX Pe3y/ibTaToB.

BERTScore — 3710 MEeTPUKa, KOTOPAA BbIHUCNAET OUEHKY CXOACTBa MmexXay TOKeEHaMu B NpeaioxKeHnn-KkaHgnaate 1 TOkeHamMm B 3STaJIOHHOM MpeasioxKeHUu,
UCMOJIb3YA KOHTEKCTHbIE BCTPaUBAHNA ON1A CXOACTBA TOKEHOB, d HE M0J/1alflaACb Ha TOYHbIE COBMagdeHUA.

Yenoseyeckana oueHKa, Kak NoKa3aTe/ib KayecTBa ANA OLEeHKU 60/1bLION A3bIKOBOM mogesimn B akageMmn4eCKkom KOHTEKCTe, npeanosiaraet ydactmne
dKCNePTOB-OUEHLWNKOB, KOTOpPbIE OUEHNBAIOT KA4ECTBO N aE€KBATHOCTb KOHTEHTAd, CO34dHHOIO C NOMOLWbKO MOAENTN, NPenoCTaB/1AA ULEHHYKO KA4YECTBEHHYIO
VIH(I)OpMaLI,VII-O O eronpon3soaguUTesIbHOCT" U COr1aCoBaHHOCTU C HesioBe4YeCKUM ONMbITOM. - OXUNOAAHNA U CTaHAOJPTbl.
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