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Hipoksantin: purin tlurevi

Aminopterin: dihidrofolat rediiktaz inhibitora
-> de novo DNA sentezini inhibe eder

Timidin: deoksinukleosid

FO myeloma hucreleri HGPRT(-/-)
- "salvage pathway"

ile nukleotid sentezleyemez
- de novo sentez blokaji

Dalaktan gelen myelositler
bu substralan kullarak
DNA sentezleyebilir
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Yasamin fiziksel ve
kimyasal esaslar

1912'ler icin gok devrimsel...
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12 -> '80
Biyoteknoloji caginda antikorlar da

diger peptidler gibi rekombinant DNA
teknolojisi kullanarak Uretebilir miyiz?
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Variable Regions of
Immunoglobulin Chains:
Tabulations and Analyses
of Amino Acid Sequences
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Kabat EA, Wu TT. Attempts to Locate Complementarity-Determining
Residues in the Variable Positions of Light and Heavy Chains *.
Annals of the New York Academy of Sciences 1971;190(1):382-393.
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Chothia C, Lesk AM. Canonical structures for the hypervariable
regions of immunoglobulins. J. Mol. Biol. 1987 Aug;196(4):901-917.
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FRs and CDRs of Antibody and TCR Variable Regions

FR or CDR Vo Vi Vi Vi v, Vs
FR1 1-23 1-22 1-22 1-23 1-21 1-22
CDRI1 24-34  31-35B 23-33 24-33 22-34 23-34A
FR2 35-49 36-49 34-47 3449 3549 35-49
CDR2 50-56 50-65 48-56 50-56 50-59 50-57
FR3 57-88 66-91 57-92 57-94 60-95 58-89
CDR3 80-97  05-102  93-105 05-107 06-107 00-105
FR4 08-107 103-113 106-116  108-116A 108-116C  106-116




Soru: Bir memelide kac
farkli genom bulunur?

10711 - 10712

Ama nasil?
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Immunoglobulin gene rearrangements and the pathogenesis of multiple myeloma
David Gonzalez, Mirjam van der Burg, Ramdn Garcia-Sanz, James A. Fenton, Anton
W. Langerak, Marcos Gonzalez, Jacques ). M. van Dongen, Jesus F. San Miguel and
Gareth I. Moraan. Blood 2007 110:3112-3121
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VD) recombinase

- recombination activating genes 1 and 2 (RAG)

- terminal deoxynucleotidyl transferase (TdT)

- Artemis nuclease (ubiquitous non-homologous end j
oining (NHEJ) pathway for DNA repair)

- DNA-dependent protein kinase (DNA-PK)

- X-ray repair cross-complementing protein 4 (XRCC4)

- DNA ligase IV

- Cernunnos or XRCC4-like factor [ XLF]: non-homologous
end-joining factor 1

- Paralog of XRCC4 and XLF (PAXX)

- DNA polymerases A and u



"Magic Bullet"
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Humanizasyon derecelerine
Naturs Reviews | Cancer gore isimlendirme

ilk 6nceligimiz: HUMANIZASYON
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Tum bu manipulasyonlar, "orijinal"
konformasyonu bozuyor :/

Humulin

Humatrope

Genotropin
Saizen
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Intron A &
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Betaseron/Bataferon
ProcritEprex
Epogen
MeaRecorman

Kogenate
MovoSeven
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Fabrazyme
Replagal
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ActivaselActilyse
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O halde ciddi bir optimizasyona
gereksinim var!
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Yillar icinde biyolojik peptid ilaclar...

Genenc Company T:';:::E'::" Ingdicatons
Humulin Insulin Eli Lilly Diabetes Diabetes
Hurnatrope thms Ibmunt Eli Lilly Hormones Growth failure
Senotropin Somatropin Pfizer Homnones Growth Tailure
Saizen Somatropin Serono Hommones Growth failure
MNutropin/Protropin Somatropin/Somatrem Genantad'l_ Homnones Growth failure
Intron A & interferon alpha-2b/ Scherifd | Anteinfective Viral infections
Multiol Chronic inflammatory
Avonex Interferon beta-1a Biogen ldec sclerosis demyelinating
polyneuropathy
Betaseron/Betaferon | Interferon beta-1b Schering AG b Multigle sclerosis
Procrit/Eprex Epoetin alpha J&J Blood modifier Anaemia
Epogen Epoetin alpha Amgen Blood modifier Anaemia
MeoRecomion Epoetin beta Roche Blood modifier AnSemia
Kogenate Factor Vil Bayer Blood modifier Haemophilia
MNovoSeven Factor Vila Movo Nordisk | Blood modifier Haemophilia
Benefix Factor X Wheeth Blood modifier Haemophilia
Fabrazyme Agalsidase beta GENZYITE Enzymes Fabry disease
Replagal Agalsidase alfa TET Europe Enzymes Fabry disease
Activase/Actilyse Alteplase Genentech Blood factor Myocardial infarction

http://laborant.plfindex. phpfrecombinant-protein-therapeutics-the-future-is-here
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http:/flaborant.pl/index.php/recombinant-protein-therapeutics-the-future-is-here

; : Therapeutic
Brand Generic Company category Indications
Humalog/Liprolog insulin lispro, Eli Lilty Diabetes Diabetes
Lantus Glargine insulin Sanofi-Aventis Diabetes Diabetes
Levemir Datemir insulin Novo Nordisk Diabetes Diabetes
Pegylated interferon 3
Pegasys alpha-2a Roche Interferon Hepatitis C
Peg-Intron peﬂﬂ::;ﬁ;?;ﬂ”m Schering Plough Interferon Hepatitis C
Aranesp Darbepoetin alpha Amgen Blood modifier Anaemia
Neulasta PEG-Filgrastim Amgen Blood modifier Neutropenia
ReFacto Factor VIl Wyeth Blood modifier Haemophilia
Amevive alefacept Biogen Idec. Inflammation/Bone Plague psoriasis
Enbrel Etanercept Amgen Anti-arthritic Arthritis
. . . Ligand
Ontak riL2-dipthera toxin e ticals Cancer Cancer

http:/flaborant.pl/index.php/recombinant-protein-therapeutics-the-future-is-here

Genenc

Abciximab

Company

Eli Lilly

Therapeutic
category

Blood modifier

Indications

Acute coronary
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Non-Hodgkin's



Enbrel Etanercept Amgen Anti-arthritic Arthritis
. ) . Ligand
Ontak riL2-diptheria toxin R R Cancer Cancer

http:/flaborant.pl/index.php/recombinant-protein-therapeutics-the-future-is-here

Eeneric

Company

Therapeutic

category

Indications

. : Acute coronary
ReoPro Abciximab Eli Lilly Blood modifier synd
: : Mon-Hodgkin's
Rituxan rituxumab Genentech Cancer lymphoma
Herceptin Trastuzumab Genentech Cancer Breast cancer
Synagis Palivizumab Medimmune Respiratory R“”"‘“;g:""“““"
: Non-Hodgkin's
Campath Alemtuzumab Schering AG Cancer lymphoma
Humira Adalimumab Abbott Labs Anti-arthritic Rheumatoid arthritis
. . . Respiratory Paediatric asthma,
Xolair Omalizumab Omalizumab Genentech asanss peanut allergies
Erbitux Cetuximab Imclone Systems Cancer Colon cancer
Avastin Bevacizumab Genentech Cancer Colon cancer

http://laborant.pl/index.php/recombinant-protein-therapeutics-the-future-is-here
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Antibody

Fagments Unkngwn
12 %
Vaccings
12 %
E. colf
Monocional Mammalian 50 %
antibodies 29 %
14 %
Resombinant
profeins 5.cerevisiae
70 % Q%

Table 1. The different biopharmaceutical products (Walsh, 20086).

Recombinant proteins
Blood factors [e.9. Factor VIII)
Thrombalytic agents [e.g. issue plasminogen activator)
Hormones (e.g. insulin, growth hermones)
Growth factors (e.g. erythropaieting
Interferons (e.g. interferon-a)
Interleukin-based producks s-here
Maonoclonal antibodies and antibody fragments
Vaccines
NHucleic-acid based products
Therapeutic enzymes
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Daha yaratici kombinasyonlar...
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Tumor cell

Catumaxomab

coklu hedeleme...



Eski bir dosttan yardim...
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