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7 MuweHn gna noNy4eHUs MOHOKNOHA/IbHbIX aHTUTEN

@ Tunbl AT n Ux CBOMCTBA

™ Cnocobbl 0TOopa MOHOKNOHANbHbIX aHTUTEN. CKPUHUHT BUBANOTEK FreHOoB
% bucneuymdunyeckme aHTUTENA

™ CrabunbHOCTb 1 arperayma aHTUTenN

2 OnTumM3auma U GYHKLUMOHAbHAA XapaKTePUCTMKA aHTUTEN

1 AHTuTena cnegytowero nokoneHma — MABNEXT

www.biocad.ru
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% MoHoknoHasnbHble aHTuTena (MAT)
PekoMbBuHaHTHbIE TepaneBTuieckme 6enkun (LMTOKMHbI, (akTopbl CBEPTbIBAHUS)

KoHbtoratel MAT (ADC) (MAT +pagnonyknua)

[omeHbl nnu 6enkosble ckadydongbl (AOMeHbl UMMYHOrnodynuHoB — nanobodies)

O6nacTb NPUMEHEHUS

3aboneBaHns UMMYHHOW CUCTEMbI (aYyTOMMMYHHbIE, KOHTPOSTb NPOLIECCOB
BOCManeHus)

OHkonornyeckue 3aborneBaHus

7 HapyweHus metabonnama
HenponoereHepaTuBHbIE COCTOSAHUSA
Perynauma npoueccoB pereHepaumm
HapyweHuns remocTasa

1 [eHeTnueckne HapyLlweHnd

www.biocad.ru
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BICCAD MOHOKNOHANBHbIX AHTUTEN
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(P linical i \ Clinical i I(:ern Manufacturing
Chemistry Phase |, lia,lib, IlI : (Phase IV)
Pharmacology |
Toxicology GMP; GCP GMP
GLP; nonGMP 1
1
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2 MEPBbIE ,7 HOBBIE
MMLLEHW MULLEHM

Low-hanging fruits Mariousy4yeHHble “HeoueBuaHbIe” Benku.
HeT cTporoii koppenaumm
reH/6enok/3abonesaHune

XOPOLLO N3YyYeHHbIE, HO “CNoXHble and
paspaboTtynka” 6enku (UHmezpasbHble
ceprieHmMuUHo8ble peyermopsbl)

CnocoObl NoncKa HOBbIX MULLEHEU

CoBmMecTHbIe npoekTtbl ¢ HUU

KoMnneKkcHbIN aHanun3 curHanbHbIX

nyTem u ux B3aamumoaencTBmu Moanepxka uccnefoBaHWUM, HaNPaBEHHbIX Ha
Banuaauuio MULLEHeN

reHoM+npoTeoM+3K30M+TPaHCKPMNTOM+UHTEepaK
TOM...+ “cumnTom” Novartis + Dana Farber Cancer Institute

ncnonb3oBaHMe PEeHOTUNNYECKNX KIEeTOYHbIX Merck + Harvard Medical School
TecToB, 8 M.Y. C ucriosib3osaHuem MKA k muweHsim
Co3paHue Hay4YHbIX LLIEHTPOB

Prizer 2 Center for Technology Innovation
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NMPOTUBOPAKOBBLIE AHTUTEJIA
U3BECTHbIE AHTUTEHbLI-MULLEHW

Antigen category Examples of antigens Tumor types expressing antigen
Cluster of differentiation CD20 non-Hodgkin lymphoma
(CD) antigens CD30 Hodgkin lymphoma
CD33 Acute myelogenous leukemia
CD52 Chronic lymphocytic leukemia
Glycoproteins EpCAM Epithelial tumors (breast, colon, lung)
CEA Epithelial tumors (breast, colon, lung)
| gpA33 Colorectal carcinoma
Mucins Epithelial tumors (breast, colon, lung, ovarian)
TAG-72 Epithelial tumors (breast, colon, lung)
Carbonic anhydrase IX Renal cell carcinoma
PSMA Prostate carcinoma
Folate binding protein Ovarian tumors
Glycolipids Gangliosides (e.g., GD2, GD3, GM2) | Neuroectodermal tumors, some epithelial tumors
Carbohydrates Lewis-Y' Epithelial tumors (breast, colon, lung, prostate)
Vascular targets VEGF Tumor vasculature
VEGFR Epithelium-derived solid tumors
aVp3 Tumor vasculature
a5p1 Tumor vasculature
Growth factors ErbB1/EGFR Glioma, lung, breast, colon, head and neck tumors
ErbB2/HER2 Breast, colon, lung, ovarian, prostate tumors
ErbB3 Breast, colon, lung, ovarian, prostate tumors
c-MET Epithelial tumors (breast, ovary, lung)
IGF1R Lung, breast, head and neck, prostate, thyroid, glioma
EphA3 Lung, kidney, colon, melanoma, glioma, hematological malignancies
TRAIL-R1, TRAIL-R2 Solid tumors (colon, lung, pancreas) and hematological malignancies
RANKL Prostate cancer and bone metastases
Stromal and extracellular FAP Epithelial tumors (colon, breast, lung, head and neck, pancreas)
matrix antigens Tenascin Glioma, epithelial tumors (breast, prostate)
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MPOTMBOPAKOBbIE AHTUTENA
BICCAD MEXAHW3Mbl OEACTBUS
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Monoclonal or
bispecific
antibodies

Cancer antigens

—

Natural killer
[NK] cell

Cancer cell
over-expressing
cancer antigens

e.g. Her-2/neu
EpCAM
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NMPOTUBOPAKOBBLIE AHTUTEJIA
FDA APPROVED

Antibody Target FDA-Approved indication Mechanism of action
Trastuzumab (Heroeptin') HER2 HER2-positive breast cancer, as single agent or in combination with Inhibition of HER2 signaling;
humanized IgG1 (ErbB2) chemotherapy for (i) adjuvant or (i) palliative treatment; HER2-positive ADCC

gastric or gastroesophageal junction carcinoma, as first-line treatment in

combination with cisplatin and capecitabine/5-FU
Bevacizumab (Avastin®) VEGF For the palliative treatment of colorectal cancer, non-squamous non-small Inhibition of VEGF signaling
humanized IgG1 cell lung cancer, glioblastoma, or renal cell carcinoma
Cetuximab (Erbitux”)* EGFR In combination with radiation therapy for the initial treatment of locally or Inhibition of EGFR signaling;
chimeric human/murine IgG1 | (ErbB1) regionally advanced squamous cell cancer of the head and neck (SCCHN); | ADCC

As a single agent for SCCHN patients with whom prior platinum-based

therapy has failed; Palliative treatment of pre-treated metastatic EGFR-

positive colorectal cancer
Panitumumab (Vectibix®)* EGFR As a single agent for the treatment of pre-treated EGFR-expressing, Inhibiticn of EGFR signaling
human IgG2 (ErbB1) metastatic colorectal carcinoma
Ipiimumab (Yervoy®) CTLA4 For the treatment of unresectable or metastatic melanoma Inhibition of CTLA-4 signaling

G1

Rituximab (Rituxan' and CD20 For the treatment of CD20-positive B cell non-Hodgkin lymphoma (NHL) ADCC; direct induction of
Mabthera®) and chronic lymphocytic leukemia (CLL), and for maintenance therapy for apoplosis; CDC
chimeric human/murine lgG1 untreated follicular CD20-positive NHL
Alemtuzumab (Campath™) CD52 As a single agent for the treatment of B cell CLL Direct induction of apoptosis;
humanized IgG1 CDC
Ofatumumab (Arzerra®) CD20 Treatment of patients with CLL refractory to fludarabine and alemtuzumab ADCC; CDC
human IgG1
Gemtuzumab ozogamicin CD33 For the treatment of patients with CD33-positive acute myeloid leukemia in | Delivery of toxic payload,
(Mylotarg®) first relapse who are 60 years of age or older and who are not considered calicheamicin toxin
humanized IgG4 candidates for other cytotoxic chemotherapy (withdrawn from use in June

2010)
Brentuximab vedotin CD30 For the treatment of relapsed or refractory Hodgkin lymphoma and systemic | Delivery of toxic payload,
(Adcetris®) anaplastic lymphoma auristatin toxin
chimeric IgG1

-lbritumomab Tiuxetan CD20 Treatment of relapsed or refractory, low-grade, or follicular B cell NHL; Delivery of the radio-isotope
(Zevalin®) Previously untreated follicular NHL in patients who achieve a partial or yitrium-90
murine 1gG1 complete response to first-line chemotherapy
I-Tositumomab (Bexxar") | CD20 Treatment of patients with CD20 antigen-expressing relapsed or refractory | Delivery of the radio-isotope

murine IgG2 low-grade, follicular, or transformed NHL iodine-131; ADCC; direct

induction of apoptosis
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TUMNbI MKA. CTPYKTYPA MOJNEKYIbI

( Intact antibody \
+ Yo

. J

FDA approved:

Clinical

S Prostascint: mouse 1gG1

Zevalin: mowse 1gG1
Bexxar: mouse 1gG2a
Votmumab: human 1gG3

*H specific and

unlsl.ge towards
Advantage/ antigens,
Disadvastage L1026 irtagn

locahization index

* High background

sHuman anti-mouse

antibody (HAMA)

Tesponse

sHigh cost

Oncoscint CR/OV: mouse 1gG1

Fab

N
.

FDA approved:
CEA-Scan: mouse 1gG1
Myoscint: mouse [gG2a
Verluma: mouse [gG2b
LymphoScan: mouse [gG2a

*Rapid tumor
targeting

*Fast blood clearance
*Low background
*Less Imomu

sImproved tumor
peuu'étrnliou

*l time: 2-5 hrs
alter 3«;«1
sLow avidity

*Renal radiotoxicity due
to high renal uptake

"‘(‘b)z

e

Diabodies

oR o 0. N

Minibodies
(scFv) CH3
FDA approved: Clinical trial:
Ipovomab: Bispecific scFv molecule
1gG1 SRS {anti- CD19 and CD3)
clinical phase | safety for
Non-Hodgkin™s Lymphoma
{NHL)
+Fast blood clearance *Binding ficity
*Low background ey T D
*Improved tumor «Bivalent binding, h
penciration T g Mgk
. time: 4-Shrs
m s Higher tumor uptake
*Renal radiotoxicity R B Samasie
sLonger retention in the
tumor

;h:'l:lul'n:n tumor uptake 1-

sRenal radiotoxicity

scFv and(scFv), Fe

scFv

(scFv), Fe

RN

Pre-clinical trials:(123]1-
labeled anti-CEA

minibody, [1241/64Cu] labeled
anti-CD20 scFv-CH3

*Better penctrates the tumor
*Rapid blood clearance: Low
radio-localization indices (tumor-
to-normal-tissue ratio)

+Less immunogenic

* Monovalent binding nature

* Low functional avidity

*Renal and hepatic radiotoxicity

* scFyv-Fe: Better therapeutic

» good tumor contrast,
slow clearance, high tumor
uptake

www.biocad.ru
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&\; Fab
4" cBA3bIBaHMe C
AHTUTEHOM

4

Tumour cell

L | lysis

: CDC
RPN, ) Complament
: o Perforin and Activation
i / Antigen
Antibody-coated CCBb Antigen
tumour cell ph:ﬁ;::m ,

NK cell

Fc-dependent phagocytosis :
and lysosomal degradation
of tumour cell Cell Death

www.biocad.ru 1 O
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TUMNbl AHTUTEN
MEXAHU3MbIl OEUCTBUA

Variable
Constant I I
Fc
Murine Chimeric Humanised Human
-omab -ximab -zumab -umab
Antagonism Signalling CDC ADCC Vehicle
IgG4 IgG IgG1 IgG1 IgG1
IgG1 % : IgG2 IgG3 IgG2
: ! 1gG3 . 1gG4
IgM
Prodrugs
Radionuclides
Toxins
Fluorophores

v

v v v

Natalizumab Muronomab Alemtuzumab
Daclizumab Rituximab Rituximab
Ustekinumab

Infliximab

www.biocad.ru

v v

Alemtuzumab Not used in MS
Rituximab
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Rituximab

ADCC by macrophages
and NK

Signalling leading
to apoptosis

Rituximab

Complement-mediated lysis

1

B-knetouHaa aumdpoma.
NeikemMua, peBMaToOMAHbIA apTpUT

TUMNbl AHTUTEN
MEXAHU3MbI OEUCTBUA

Infliximab and Adalimumab Tocilizumab
Blocking of TNF ligand- receptor Blocking of IL6 receptor- ligand
interaction interaction

TNF receptor

Infliximab or
adalimumab

1/

Soluble TNF ligand

1 I

PeBMaTOMAHDbINA apTpwmT, PeBMaTOMAHDbINA apTpwmT,
ncopuas, 6onesHb KpoHa ncopuas, 6onesHb KpoHa



BICCAD CTPATEI' M MOUCKA U BbIBOPA MAT
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rl/l6pVI,D,OMbI, TpaHCreHHble XXUBOTHbIE

w HOucnnenHble meToabl: oaroBbll U KIETOYHbLIN OUCNIIEN,

Table 1 Comparison of major technology platforms for therapeutic antibody discovery

Platforms Main applications Major advantages Key disadvantages FDA approved therapeutic antibodies
Hybridoma  Generate hits and research Mature technology and Potential / Orthoclone, Zevalin, Bexxar \
reagents cost effective immunogenicity
Humanization  Generate therapeutic Well established and Not fully human ReoPro, Rituxan, Simulect, Remicade, Erbitux, Adcetris,
candidates low cost antibodies Zenapax, Synagis, Herceptin, Mylotarg, Mabcampath,
Xolair, Actemra, Avastin, Tysabri, Lucentis, Soliris,
Cimzia, Perjeta
Phage display Generate hits and Large library size ~ Not all antibodies express Humira and Benlysta
therapeutic candidates (> 10E10) and robust ~ well in Escherichia coli \ J
screening; fully human and require engineering
antibodies
Yeast display Improve affinity and Eukaryotic host; Relatively small library None
stability targeted sorting by size
FACS
Transgenic Generate therapeutic High affinity fully =~ Technology accessibility Vectibis, Ilaris, Simponi, Stelara, Arzerra, Prolia, Yervoy
Rodents candidates human antibodies

www.biocad.ru 1 3
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METOAbI AUCNNEA - OOHOBPEMEHHAA PABOTA C OHK U BEJIIKAMU
— OMH MONEKYNAPHbIM KOMMNEKC OHK M MPOOYKT 3KCMNPECCUN
EHA

> 3 aTana pa3paboTku
Cos3paHune 6udnunotek pekoMmbmHaHTHbIX JHK aHTUTEN
kenpeccus n npeseHtaumsa AT nnm nx pparMeHToB Ha NOBEPXHOCTU
KNEeTOK UM BUPYCHBLIX YacTuml
v' OT60p KNETOK NN YacTuL, B 3aBUCUMOCTM OT X B3aUMOOENCTBUS C
aHTUreHomMm. Heckonbko umknos otbopa

ANERN

> bunonuortekun
HanBHas
NMmyHHas
CuHTeTMn4yeckas

A NEANERN

> KonuuectBo BapuaHtoB — 106 - 107"

www.biocad.ru
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Co3sfaaHue CUHTETUYECKUX U NMPUPOAHBLIX OUBNMOTEK aHTUTEN

CuHTeTU4eckne 6ubnuotexkn MpupoaHble GUGNMoTeKH
e e oy T AUNANANNANAN v M mbowon
e s L VAAAAANAA
ANNUHKAYHA CHHTETHYECKHX TEHOB
6 aHTMTEn AMnnudHKaLmHa reHos
W3 CHHTETHYECKMX ONMIOHYKNEOTHAO0B l l pHaGensHbIx aHTHTEn \

B B
. .

Cny4yaiHoe KOMGMHUPOBAHHUE CUHTETUYECKUX CnyyaiHoe KOMGMHUPOBaHHUE NPUPOAHBLIX
redoB VH u VL u cospgaHue gucnnenHon reHoB VH u VL 1 cozgaHue gucnneiHon
GUENMOTEKH aHTUTeN GUBNUOTEKN AHTUTEN

S

lg Fv bparmeHT

—— ——
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% CraHpapTHble .
TexHonoruy  Sssssss—) HoBble nogxoasbl

cnonb3oBaHUe CUHTeTUYECKUX U A Mcnonb3oBaHue onbnunoTtek pa3n|/|qH0|7|

MMMYHHbIX BUBNMoTEK LL2Ie e
w Tangem: chbaroBbi AUCNNEN/KNETOUHbIN
Pabota B dopmartax scFV, Fab avennei (Ha FACS) — pa6oma e

¢gopmamax scFv, Fab, IgG

% NGS: deep sequencing — Ha ecex amanax

Gt @ paspabomku 05 dusalHa dKcrepumMeHmos,
| pbmmg ® npedcka3aHus 8ruUsHUSI 3aMeH, Co30aHusi
0] ‘z@{ . Sl HOBbIX 6UBTUOMEK, CMaMUCMUYECKOU
) Exfitienes ((( o obpabomku in vitro aKcriepumeHmos
U w1 TexHonornm otbopa garoBbiX YacTul, Ha
“CNOXHbIX” aHTUreHax
- =
’ M13

Xumepsbl AT c plil, pIV unu
pVi



Tumor cell

BICCAD

Biopharmaceutical Company

[MepBoe

bucneundguyeckoe

MAT

7 MAT Ha 3Tanax

) ncecnegoBaHUN

gpcaM = Catumaxomab w3

Macrophage, NK cell or dendritic cell

www.biocad.ru

Anti-CD16 sc

Fv

T cell

Anti-HER2/ncu scFv

o

KnuHunyeckue nccrnegoBaHua Ha
paHHUX cTaamnax bucneundonyeckmx
aHtuten CD3+: CD19, CEA, CD20,
gp100

KnnHunyeckne nccnegoBaHua Ha
paHHUX cTaamnax bucneundonyeckmx
aHTuTen “oaHOTUNHBLIX OEenkoB”:
EGFR-HERS, HER2-HERS, Ang2-
VEGFR, IL-4-IL12

[Nonck onTUManbHOM TEXHONMOMN
co3gaHust bucneundnyeckmx Momnekyn
Ha OCHOBE MNOSIHOPA3MEPHbIX aHTUTEST
N UX JOMEHOB



ONTUMU3ALIUA AHTUTEN
BICCAD
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YBeauuenue 3pQeKTUBHOCTH
AddunHocTs M b

JIeYeHHUs] U CHUKEHHe PHCKa
cenu@uuHOCT, | ME—) P
BO3HUKHOBEHMS MOOOYHBIX
3¢ dexToB

CHI/DKeHI/Ie I/lMMyHOFeHHOCTI/l
YBenuenue

TEPMOAMHAMHMYECKOM
cTa0MJIbLHOCTH, PACTBOPUMOCTH U
YCTOHYMBOCTH K arperauuu

4

YMeHblIeHHEe YHCJIa TOOOYHBIX
3¢ ¢eKToB, YBEINYCHUE
3¢ PeKTUBHOCTH JeYCHUS

||

YBesinyeHue ypoBHA

NMPOAYKIHHA
u ctaomiabHocTu V1D

N

MonynupoBanue 3¢ ¢eKTopHbIX
cBoiictB ADCC, CDC, ADCP 3a

cyYeT UBMEHEeHUH a(l)(l)I/IHHOCTI/I K YBe1nueHue BpeMeHI/l HO.]Iy)KI/I:‘;HH B
FeyRs, Clq IJ1a3Me KpPOBHM 32 cYeT yBeJIUYCHUsA
‘ ap¢punHocTH K FcRn
YBeaunuenue 3¢ PeKTHBHOCTH ‘

NMPOTUBOPAKOBOM Tepanuu (WJIH Tepanuu
ayTOUMMYHHBIX 3a00/1eBaHU#l 3a cyeT CHHKeHNe YaCcTOThl MHBEKIUI 1
oTcyTCTBUSA 3(P(PEKTOPHBIX CBOMCTB) ONTUMAJILHON 10361
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9 VssecTHble ) MHHOBaLMOHHbIE

MeTOAbl MeTOAbl

HanpaBneHHas rymaHu3auusA - orpaHmyeHHoe
4MCno BapuaHToB

w  CDR-grafting
n  SDR-grafting
“  Resurfacing

m Superhumanization

PaHpoomHas ryMmaHuU3auunA — Gonbluoe uncno
BapuaHToB

Co3nanne
pasHoobpasus

T'en, konupyromuit
orbupaemslii Hesok

Bubnnoreka reHos

JkcnpeccHs

Amiuinduxanms scFv ¢parmenTos

r¢Ha

@ _ Or6op

BuibpanHblii BapHaHT

Bubnuorexa
scFv ¢parmenTor

www.biocad.ru
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—

2 YBenu4deHue NPOAYKTUBHOCTH OnTtumanbHasa gosa

—N

m CosgaHue [T1O Bpems nonyxmsHum

a1 XpaHeHue [T1O % MIMMyHOreHHoOCTb
CtabunbHOCTb Arperauus
NpenckasaHue: CnoxHo obecnevnTb OLEHKY B
BbICOKOMPOW3BOAMTENBHOM hopMaTe
FepmnanHuHr
3aBVCUT OT YCrOBUI KYNbTUBUPOBaHUS KNETOK,
MNounck n aHanm3 KoHCeHcycoB OUNCTKU
Moaudumkaumm: - HanpaBneHHbIN To4YeYHbIV MyTareHe3 U3BECTHbIX CanToB,

y CHMXaLWmX arperaunio 6enkos
BHeceHue cTabunusnpyrowmx MyTauum:

“coneesblie mocmuku”, S-S cessu MpUYMHbI U peLieHns:

AnuMmunHauma HexenartesibHbIX aMUHOKUCIIOT: B3anmopgenctBue 6enkoB B HEeHaTUBHOM popme —
3apsiKeHHbIe aMUHOKUCIOMbI 8 2Uu0poghobHoM ss0pe 4YeM Bbllle CTabUNbHOCTL, TEM MEHbLLE arperauus >
KapkacHou Yacmu yBelrinyeHue CcTabunNbHOCTH

CymmapHbIN NOAXOA: aHaNN3 CUKBEHCOB — aHanm3 B3anmopencTBme 6enkoB B HATUBHOM COCTOSIHUM

BO3MOXHbIX CTPYKTYp — CO3faHme 6ubnmorek 3a cyeT rmapodobHbIX y4acTkoB > U3MEHeHue

onTnMarnbHbIX BapnaHTOB N X CKPUHUHT o
N30IJINIEKTPUNYHECKON TOYKU

www.biocad.ru



JIABOPATOPUSA UHXEHEPUU

BICCAD AHTUTEN

Biopharmaceutical Company

> daroBbin gucnnen aHTUTEN YenoBeKa u
XXUBOTHbIX

> Co3spaHue oudbnuorek
> N'ymaHu3auusa n maTtypauus

> BenkoBbii An3auH, bucneuncpuyeckne aHtTuTena

cbaeoeble
iiii 6ubnuomexu T — < v V

e — P — — D
\AAAANAANA
\ / Amnn(;d)u:(auu;v Skcnpeccusi KJIOHo8 ‘ Hapa6omka Fab Hapa6omka IgG
acag o, ¢hpacmeHmoe e 8 KJilemkax
g et E.coli Mriekonumaroujux
CKpUHUH2

Cenekuyus Fab
¢hpazcmeHmos

daroBbin aucnnen ——-» CKPUHUHI UM aHANMN3 —— Hapab6oTka arrrmerz 1



JIABGOPATOPUSI KIIETOYHOU

BICCAD UHXXEHEPUN

Biopharmaceutical Company

» Pa3paboTtka KneTto4yHbIX TeCTOB

» TpaH3ueHTHasa 3KCnpeccuss aHTUreHOB U
aHTuTen

> [loppaepxka NpoeKToB NoO pa3paboTke HOBLIX
npenaparoB

60 40
—t
50
i Y 30
3 LY
E 30 \ 204
g i
o
10 — 10+
o T T T T T T 1 U_
00001 0001 001 01 1 10 100 1000 cen e Ges R |
Al'ltlbody, mcg’ml PM1 Fluorescence ¢ ™ W ™ & W r-m ™ o W I L® I3
KnemoyHblie mecmabi I'Ipomquaﬂ uumomempus AHaslu3 KUHemuKu cesi3bleaHUst
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I. KaonupoBanue

10 gueit
( “H ) KuroueBble 0co0eHHOCTH: IIpenmymecrna:
I1. KyJabTUBHpOBaHHE y
" U OpurunanbHbIe BEKTOpa — BrIcokuii ypoBeHb 3KCIIPECCUU
s (6-12 nueii)
A Y, U TpansueHTHas 3KCHpeccus — beIcTpoTa nony4eHus
~—|/
U Cycnen3noHHas KyabTypa — JlerkocTh MaciITabupoBaHus
‘ i U MmuorokparHbliii puIuHT — BbICOKas MPOLYKTUBHOCTH
II1. OuncrTka Zé'"‘
(3 nmst) \ O besGenkosble cpens, — BbICOKas YuCTOTA MPOJYKTA
_ ) appuHHAsA OUUCTKA
' \_F ﬁé * cobcTBeHHas BbICOKOAheKTUBHAA cucTeMa nony4veHus
aHTureHos u IgG aHTuTen.
* ObICTpOTa NpoLlecca, KoppeKTHble honauHr 1
rMUKoO3nnupoBaHue.
I ‘ 1V. Anaaus * BbIXOA NpoAyKTa — A0 AECATKOB MUNNIMIPAaMMOB Ha NUTP
AV 4 _( 4 nus) KynbTypbl 3
* npousBeaeHo 6onee 70 6enkoB pasnNnUYHON NPUPOAbI
SDS-s1exkTpodoperpaMmmMbl  0TAeJdbHBIX 0€JIKOB: (nuranawl, aHTUTENa, peuenTophbl)
1 2 3 4 5 1 2345 1 234 5
Da = + bME -bME
16 - - . s - : T e - ——
€6 - - — e . -
35 - — popec - &
25 - - a» — - Ll T R —— s
13 & ' - g - - - -
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JIABGOPATOPUST MOJIEKYJISIPHOM
FrEHETUKUA

2S00 GaNBEBENEE

Co3aaHne BEKTOpPOB ANs 3KCNpeccuu reHoB B
TPaH3MEHTHbIX KyNbTypax v Ana nonyyeHus
KJIeTOYHbIX NIMHUW (aHTUreHbl, aHTUTENa, XMMepHbIe
reHbl)

Co3aaHne MMMYHHbIX, KOMOMHATOPHbIX, PAaHAOMHbIX
OMONUOTEeK reHOB

BHeapeHue meTonoB 6MOMH(OpPMATUUYECKOrO
aHanu3a AaHHbIX

Bubnuoteka Fc-chparmeHTOB aHTUTEN: Bpemsi
nonyxusHn, ADCC, CDC




IN VITRO MATYPALNA AHTUTEJ

BICCAD

H H CoRHt [
Biopharmaceutical Company 7 ==
cors

»

> T mm Y
Chain shuffling (kom6uHupoBaHue no 1 uenu) +
MyTareHes

o I R S VL

%H >
r" @ corit
CDR myTareHes / \fxauupywu.mﬁ myTareHes
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AncnnenHble GUGNNOTEKN U CeneKLUmn B XKeCTKUX YCITOBUSX
(HU3KMe KOHUEeHTpauumM aHTUreHa, AnuTenbHble OTMbIBKM,
MHKYOGaLusa C KOHKypeHTaMu, NoBbIlWeHHas TeMnepaTypa v np.)
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BbicokoacdphunHHbIE, BbicokocneuudpuniHblie, TepMOAUHAMUYECKH
cTabunbHble parMeHTbl aHTUTEN 2 5
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JIABOPATOPUS BbICOKOINPOU3BOAUTEJIbHbBIX
BImAD BUOTEXHOJIOTMYECKNUX METOLOB

Biopharmaceutical Company

» MAaKCHMAaJIbHAasl aBTOMATH3AI[Us MPOIECCOB
» BBICOKAasl IPOU3BOAUTEIHLHOCTD
» CO3/1aHie HOBBIX TEXHOJIOTHYECKUX IIaT(hopm

Qpix2 (Genetix) m Freedom Evo 150 (Tecan)

Sequencer ABI3130 (Applied Biosystems)
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MABNEXT
OPUIMHAIbHBIE U N(HHOBALIMOHHBIE
NMPENAPATbI MKA

~OHKonorusa — 5
MULLeHen

~OHKkonoruna — 2
MULLUEHU

~OHkonorua — 1
MULLUEeHb

~ AyTOMUMMYHHbIE
3aboneBaHus — 2
MULLEHU

~ AyTOMUMMYHHbIE
3aboneBaHus — 1
MULLEHb

+ broaHanoru (5)
+ bio-superior (3)

~ AyTOMUMMYHHbIE
3aboneBaHus — 2
MULLEHU

28



