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Hayka u TexHonorua npoussoactea CAR-T
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https://www.regmednet.com/scaling-up-with-the-clinimacs-prodigy-an-interview-

https://cen.acs.org/pharmaceuticals/biologics/Manufacturing-challenge-leads-death-CAR/96/web/2018/10 with-andreas-bosio



https://www.regmednet.com/scaling-up-with-the-clinimacs-prodigy-an-interview-with-andreas-bosio/
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OTKprTble CUCTEeMbl, 3aKpPbIiTbie CUCTEeMbl,
aBToMaTusaumi ...?
OPEN
https://www.lonza.com/news,/2021-08-12-15-00 Multiple site place-of-care manufactured anti-CD19
_ _ CAR-T cells induce high remission rates in B-cell
(ARI -0001) USing a Closed Semi- Michael Maschan® "V, Paolo F. Caimi%®™" Jane Reese-Koc2, Gabriela Pacheco Sanchez® 3,
automatic Bioreactor: Experience /Anti-CD19 A3B1 N
From an Academic Phase | Clinical W  car  (TEE) prodigy Platiom
Trial |  construct G ARI-0001 cells
Antig?'n- '...,.@ ’ _]‘ !
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e = Ml
Maria Castellal23", Miguel Caballero-Bafios*>", Hinge + [ e + '::m-::: .
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= M“rmm : 1. Cell selection: CD4 + CD8

2. T-cell activation: CD28+CD3
3. T-cell expansion: IL7+IL15 )
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https://www.frontiersin.org/articles/10.3389/fimmu.2020.00482/full
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OTKprTbIe CUCTEeMbl, 3aKpPbiTbie CUCTEeMDbI,
aBTOMaTM3auMﬂ .“? Etc;clr:js://ashpublications.org/ashclinicalnews/news/3913/FDA-P|aces-Point-of-Care-CAR-T-CeII-Tria|-on-

=7 / 12 Aug 2021
~_— | Lonza and Sheba Medical Center Use Cocoon®
‘ Platform and Show Successful Clinical Outcomes
‘" |in Patients Treated with CAR-T Cell
h Immunotherapy
- e Four patients have been successfully dosed at Sheba Medical Center,
. Israel, with a CD19 autologous CAR-T cell therapy using Lonza’s Cocoon’
E automated manufacturing Platform
e The data underscores the capability of Cocoon’ to successfully
manufacture immunotherapies at the point-of-care

e Three patients had complete responses, with another patient still under
evaluation

Lonza's cocoon system at Sheba hospital
y P https://eng hospital-direct.org.il/what-difference-between-shebas-house-car-t-therapy-and-other-commercial-car-ts.aspx https://www.lonza.com/news/2021-08-12-15-00

CpaBHeHune POC CAR-T, npousBeaeHHbIX B KMHUKE Sheba n komMepyecknx CAR-T

Becb npouecc BbINO/THAETCA BHYTPU K/IMHUKU KpOBb U KNIETKN nepeBo3daTCd CaMOJIETOM
KayecTBO K1eTok COoXpaHaeTCd Ha KayecTBO K/1eTOK BAUSET 3aMOpaXxmBaHue
Bo3MoXkHO NMPEPUMEeHATDb A4J14 WWMPOKOIo CrneKTpa 3aboneBaHumn O,u,o6peH ONs NeYeHns HECKObKMX 3aboneBaHnI

[Mpon3BOACTBO 3aHMMAET OKOO 10 AHEWN Mpon3BoACTBO 3aHMMAET 1-2 MecAala


https://eng.hospital-direct.org.il/what-difference-between-shebas-house-car-t-therapy-and-other-commercial-car-ts.aspx

PaspeneHue NMPOU3BOACTBEHHDbIX NMapaauUrMm. {}

MeA/IeHHbIX paccBeT NPOU3BOACTBA Y KOUKU NalUeHTa

Perflek

» WcnaHus, N3paunb, Kntan, bpasmnusa.. Poccus

* AKa,D,eM N4eCKne nnn KnmHN4YeCKne yvypexgeHud rpu February 10 2021 https://jitc.bmj.com/content/jitc/8/1/e000148.full.pdf

HE60/1bWON GUHAHCOBOW NOAAEPXKKE 61OTEX. MK AEMPS authorises Hospital Clinic's CAR-T

rocygapCTtBeHHbIX CTPYKT . .
yAap PYKTYP ARI-0001 for patients with acute
» «[locnutanbHoOe ncknwyeHue» (McnaHms) Iymphoblastic leukaemia
NCros1b30Bas1oCb MCMAaHCKUM peryampyiowumm opraHom
_ _ ~ The Spanish Agency of Medicines and Medical Devices (AEMPS) has approved
p'nﬂ pa3peLIJeHMFI CAJR T VB 2021 ro'u'y nepBbIM CAR-T ARI-0001, developed by Hospital Clinic, as and advanced therapy drug of
MONHOCTbIO eBpOI'IeMCKVIVI CAR'T, I'IPOM3BO.E|.CTBO Ha non-industrial production for its use in patients over 25 years of age with

GM P I'II'IOIJJ,a,EI,Ke B aKap‘eMMM, 1/3 KOMMepquKOm |_|IeH bl lymphoblastic leukaemia that is resistant to conventional treatments. It is the
I'IperlapaTa first CAR-T developed entirely in Europe to be approved by a regulatory agency.

doi: 10.3390/cancers14112667
* «COCTpagaTtesibHoe NpuMeHeHne» (bpasnnus), . Percentage comarison of CAR-
2022 rofl, nepBoe KAnHuyeckoe npmuMmeHeHmne CAR-T,  China

pa3spaboTaHHOro B J/IaTUHCKOW AMepuke T AT Therapies T AlDroes Trails in China by sponsor

150 80
 byM CAR-s B Kutae - rocygapcTBeHHasa noanepika u 60
BHYTPUIroCrintasbHoOe npomn3soacTtBo 106 40
20
& o Head-to-head comparison of in-house . 0
produced CD19 CAR-T cell in ALL and 2015 2016 2017 2018 2019 2020 2021 2022
NHL patients _
=@=—industry
https://eng.hospital-direct.org.il/car-t-cell-therapy-cost-israel.aspx o Hospitals

) 2012 2014 2016 2018 2020
https://doi.org/10.3389/fphar.2022.915342 == collaboration with industry



https://doi.org/10.3389/fphar.2022.915342
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npon3BoACTBO C roCnMTa/ibHbiM UCKJ/TIOMEeHueM?
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pacwmpeHne JocTyna K nepeaoBbiM MeTo4aM fleyeHuna Ana naumeHTosB (npenapaTt CTPUMBENUC —
600 ThbIC. EBPO — LEHA)
- rokKasaHus, ewwe He ogobpeHHble ans komMmepyecknx CART u gpyrmx ATMP,
- YCKOPEHHOE BpeMsa Npomn3BoACTBa (M3-3a fONTOro LKA U CIOXKHOW OpraHusaummn ~20%
nonyYyalT Tepanuto)
- 6onee HM3Kas CTOMMOCTb (CTPUMBENUC — 600 ThIC. EBPO U OAUH KNUH. LEHTP B EBpone)
health justice — BO3MOXXHOCTb 06ecneuynTb nevyeHune 3aboneBaHnm, Ha KoTopble dapMaLLEeEBTUYECKNE
KOMMaHUU HE OPUEHTUPYIOTCS
npu cUTyaumsax, Korga nevyenue paspabatoiBaetcsa 4s1a ogHoro 6onbHoro (“N-of-1") — opdaHHble
3aboneBaHus
pacwmnpeHne BO3IMOXKHOCTEN U TpaHCHOPMaLUS aKafeEMNYECKUX LEHTPOB — KaK LLEHTPOB
pa3paboTKN U NPUMEHEHUS, A TAKXKE pPerynpoBaHns paspaboTkn N NPUMEHEHUS NPOPbIBHOM
FEHHOW 1 KNEeTOYHOM Tepanuun 1 onnaTbl/KoMneHcaummn/brHaHCUMPOBaHUS Pacxo[0B Ha pa3paboTKy
N NPUMEHEHME,
CORRESPONDENCE ~ OPEN B, Chioc to updatos
Role of Hospital Exemption in Europe: position paper from the
Spanish Advanced Therapy Network (TERAV) Bone Marrow Transplantation;

https://doi.org/10.1038/s41409- 023-01962-0
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Regulation (EC) No. 1394/2007, article 28.7

npenapaT NPOM3BOAUTCS HE HA PErynsapHO OCHOBE,
NPUMEHAETCS B TOM Xe YYPEXAEHUU, rae U3rotosnseTcs,
noA MHAUBMAYA/IbHOE Ha3HAYEeHNE KOHKPETHOMY NaLUeHTY
nof IMYHYI0 OTBETCTBEHHOCTb Bpaya

MECTHbIU perynatop AO0/HKEH BblAaTb pa3peleHne Ha rnpuMeHeHne
npPo4YyKTa rnpu «['ocnnTasnbHOM UCKIIOYEHUN>>

TpeboBaHUs K MPOM3BOACTBY AO/MKHbI COOTBETCTBOBATb TEM XKE
HaLMOHa/bHbIM TPE6OBAHUSAM B OTHOLWEHWM KQ4eCTBa,
NPOCNEXNBAEMOCTU N papMaKOHaA30pa, KOTOPbIE MPUMEHSIOTCS K
paspeweHHbiM AMTP (GMP, GCP..)

Any advanced therapy medicinal product, as defined in
Regulation (EC) No 13942007, which is prepared on
a non-routine basis according to specific quality stan-
dards, and used within the same Member State in a
hospital under the exclusive professional responsibil-
ity of a medical practitioner, in order to comply with
an individual medical prescription for a custom-made
product for an individual patient.

Manufacturing of these products shall be authorised by
the competent authority of the Member State. Member
States shall ensure that national traceability and phar-
macovigilance requirements as well as the specific
quality standards referred to in this paragraph are
equivalent to those provided for at Community level in
respect of advanced therapy medicinal products for
which authorisation is required pursuant to Regulation
(EC) No 726/2004 of the European Parliament and of
the Council of 31 March 2004 laying down Commu-
nity procedures for the authorisation and supervision
of medicinal products for human and veterinary use
and establishing a European Medicines Agency ().
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Oco6eHHOCTU rocnuTanbHOro ucknawveHus B EC

[lonyCTUM MHANMBUAYA/IbHBIN PUCK-OPUEHTUPOBAHHbIM NOAXO4 —
akageMmyeckoe/rocnnTtanbHoe NPomn3BoACTBO B MPUHLUNE MOXET
ObITb HE 100% GMP (ogHako MakcuManbHO 6113Ko K GMP)

« JonyctnMmo RUO cbipbe, MaTepmasibl U KOMMNOHEHTHI Mpu
COOTBETCTBYIOLWNX TPEOOBAHUAX K KQYECTBY

* BO3MOXXHbl HECYLLECTBEHHbIE MAHMMY LMK C NPEnapaToM 3a
npegenammu nNPomn3BoACTBEHHOM 30HbI

« Ecnu B cnyvyae nHaMBMAYanbHOro Ha3Ha4YeHUa NPOU3BOAUTCS TOJIbKO
1 00O3a M OHA XXe BBOAMTCSA NALMEHTY, KOHTPO/bHbIM O6paseL, He
co3faeTca N He coxpaHseTcs (B MIHOM criyyae — 1 rof)

* [1pon3BoACTBO B CUCTEMAX NOSIHOCTbIO 3aKPLITOro TMNa BblAENEHO
0Cco60 U TpebyeT BbINONHEHUS 6oNee MArkux TPeboBaHUM MO YNCTOTE
NnoMeLL.eHnmn
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l PaccmoTtpeHue 3akoHonpoekTa locyaapcrTeeHHou [lymon
21.03.2023 NPUHATb 3aKOHOMNPOEKT B NEPBOM YTEHWUM; NPeACTaBUTb NONPaBKK K 3369-8
3akoHonpoekTy (Cpok npeAcTaBneHus NonpasoK B ra
TpuaLaTUAHEBHbIN CPOK CO AHA NPUHATUA NOCTAHOBNEHUS;
19.04.2023)

- K 6MoMeguULMHCKNUM KNEeTOYHbIM NPOAYKTaM HEe OTHOCATCA O6beKTbl TPAHCMNAHTALNK, @ TAKXKeE ..
BbICOKOTEXHOJIOMMYECKME NNEKAPCTBEHHbIE NpenapaThl .. Noanexalimue peructpauym B COOTBETCTBUM C NPABOM
EBPa3sMincKoro aKOHOMMYECKOro Coto3a.

- [ocypapCTBEHHOW perncTpauum He nognexxaTt 6uoMeaULNHCKME KNETOYHbIE MPOLYKTbI, NPeHa3HAYEHHbIe
ANS UCNONHEHUS MHAUBULYA/IbBHOTO MEAULMHCKOrO Ha3HAYeHUs BUOMELULMHCKOrO KIETOYHOIO NPOLYKT3,
creymanbHO NPOM3BELEHHOIO 4J/19 OTAENbHOIMO NauMeHTa HEMOCPELCTBEHHO B MEAUUMHCKON OpraHmn3aumun, B
KOTOPOMW NPUMEHSIETCA BUOMEAUUMHCKUIN KNETOYHbIN MPOAYKT.

- MpasuTtenbcTBo Poccuiickon Pepgepaummn yctaHaBAMBaeT NOPSAAOK BblAaun paspeLleHnii Ha NPOoU3BOACTBO U
NOPSAAOK 06palleHUs TakUX MPOAYKTOB.



NMpumep peanusauum MexaHusMa nabopartopHo- AN\
pa3spaboTaHHbIX AUArHOCTUYECKUX TECTOB B L)
3aKoHoaaTtenbctBe Poccuun Perlek

MeaunymHckoe yupexgeHume C noarsepXxXaeHHbiM ypoBHEM

* 30.04.2021 noanuMcCaHbl MOMNpPaBKK B /_f_> 3KCNEepTHOCTM
323-03 «O6 ocHOBax OXpPaHbl
3M0POBbS rpaXaaH B Poccuitckoit MPOV3BOACTBEHHAS YACTb MPUMEHEHWE
denepaunm>; NOSBUIOCH MOHATUE . PaspaboTka . C6op 6romaTepuana
«He3aperncrtpunpoBaHHble +  [lokyMeHTaLMs . TposepeHme TecTa

« XpaHeHune *  WHTepnpeTaumus

* 24.11.2021 npuHATO [NocTaHOBNEHNE « KOHTpO/b KayecTBa pPe3ynbTaToB

ﬂpaBMTeanTBa P® N° 2026 - /_/_>. Beﬂ,eHl/le NPOTOKO/IOB A/ o nepep'aqa Bpauvy

onucoiBaeT BCe AeTta/im U Tpe6OBaHVIFI

enen MOHUTOPUHra »  XpaHeHune pesybTaTtoB
K YKM3HEHHOMY Lumkny HMIA 4 P P PR

ANs uenem MOHUTOPUHra

* 12.04.2023 P3H Bblgan nepsoe
pa3spelleHne Ha NPUMEHEHME -
KNnHOK30M

Bblgaya paspelieHus

MOHUTOPUHI
[MpogneHne /oT3biB = P

paspeLlieHus o.-l




O CMACUEO 3A BHUMAHME!
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OrpoMHas 6narogapHoOCTb Kossieram, NOMOrasLiMM B
noaroToBKke AaHHOro cooo6ueHus




