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Antikorlar, mikroorganizmalari
her zaman oldurmuyor!



/ Bu bilesiklerin de antikorlar gibi
/ / mikroorganizmlarin toksinlerine
baglanabilen yan zincirleri olmali
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Mouse challenged with antigen
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Hipoksantin: pUrin turevi

Aminopterin: dihidrofolat reduktaz inhibitoru
-> 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 substralari kullarak
DNA sentezleyebilir

HAT besiyeri ile 14 gun secim...



HAT Selection

Genotype:* TK -

Cell type:

HAT fate: DIES

Explanation: Unable to synthesize
DNA:

(1) Thymidine kinase”
mutation causes a loss-
of-function in the “sal-
vage” pathway and

(2) Aminopterin blocks
“De novo™ pathway.

TK+/TK -

SURVIVES

Immortal and restored
DMA synthesis:

(1) Immortality from
plasmacytoma and

(2) rescued ability to
synthesize DNA due to
restored thymidine
kinase* function.

TK +

DIES

Mortal:

(1) Functional DNA syn-
thesis, but

(2) eventually dies
because of limited
number of replication
cycles

*HGPAT (hypoxanthing-guaning phosphoribosyliransferase) mutants can be used in place of TK (thymiding kinase) mulants

https://en.wikipedia.org/wiki/File:HAT Selection.png




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.



Baglanmanin anatomisi...
IgG

antigen binding

L1 hypervariable loops

framework
antiparallel
beta-sheet

glyco-
sylation

/ % ta ) Cterm
Cterm © Ey (antigen binding)

fragment
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FRs and CDRs of Antibody and TCR Variable Regions

FR or CDR VL VH V{—I VB V"f' Vg,
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 3649 34-47 3449 3549 35-49
CDR2 50-56 50-65 43-56 50-56 30-59 50-57
FR3 57-388 66-91 37-92 57-94 60-95 58-89
CDR3 89-97 95-102  93-105 95-107 96-107 90-105
FR4 98-107 103-113 106-116  108-116A 108-116C 106-116




Soru: Bir memelide kac Baglanmanin anatomisi...
IgG

farkli genom bulunur?
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Ama nasil?
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Plasma cell/ (mutated)
Memory B cell

Immunoglobulin gene rearrangements and the pathogenesis of multiple myeloma
David Gonzalez, Mirjam van der Burg, Ramon Garcia-Sanz, James A. Fenton, Anton
W. Langerak, Marcos Gonzalez, Jacques J. M. van Dongen, Jesus F. San Miguel and

Gareth ). Morgan. 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 |
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 [



Moupetiman
Chimetic Antbady

Tam bu manipdlasyonlar, "orijinal"

konformasyonu bozuyor :f

O halde ciddi bir optimizasyona

gereksinim var!

icinde biyolojik peptid ilaclar...

Indications
Humulin Insulin Eli Lilly Diabetes
Recombinant :
Humatrope Somatropin [Eli Lilly Grewth failure
Genotropin Somatropin Phizer ; Growth failure
Saizén Somatropin Serono Homones Growth failure
MNutropinProtropin Somatropi trem h F Growth failure
Intron A & Interferon alpha-2b/ 3;7;_';9' Anti-infective Viral infections
! Multiple Chacrik Inlemmalory
Avonex Interferon beta-1a Biogen ldec ackaile demyelinating
Betaseron/Betaferon Interferon beta-1b Schering AG Multiple Multiple sclerosis

Procrit/Eprex Epoetin alpha J&J Bilood modifier Anaemia

Epogen Epoetin alpha Amgen Blood modifier Anasmia

NecRecormen Epoetin beta Roche Blood modifier Anaemia
Kogenate Factor Vill Bayer Blood modifier Haemophilia
NovoSeven Factor Vila HNovo Mordisk | Blood modifier Haemophilia
Benefix Factor IX Wyeth Blood modifier Haemophilia
Fabrazyme Agalsidase beta Genzyme Enzymes Fabry disease
Replagal Agalsidase alfa TKT Europe Enzymes Fabry disease
Pulmozyme Domase alpha Genentech Enzymes Cystic fibrosis

Activase/Actilyse Alteplase ‘Genentech Blood factor Myocardial infarction

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

Generic

Indications

insulin lispro, Eli Lilly Diabates
Glargine insulin Sanafi-Aventis Diabetes Diabetes
Dratamir insulin Movo Mordisk Diabetas Diabates
Pegylated interferon =
alpha-2a Roche Interferon Hepatitis C
Peg-Intron p’m“:f:::;"’“’“ Schering Plough Interferon Hepatitis C
Aran: Darbepoetin al Amgen Blood modifier Anaemia
Neulasta PEG-Filgrastim Amgen Blood modifier i peni
ReFacto Factor Vil Wyeth [Blood modifier Haemophilia
Amevive it Biogen Idec. Ir ion/Bone Plaque psoriasis
Enbrel Etanercept Amgen Anti-arthritic Arthritis
Ontak riL2-diptheria toxin P Ligand i Cancer Cancer
http:/ilaborant. pliindex. phpfrecombinant-protein-therapeutics-the -future-is-here

= = e Therapeutic T
Generic Company SEdy Indications
L = 3 Acute coronary
ReoPro Abciximab ENi Lilly Blood modifier synd
% . = MNon-Hodgkin's
G
Rituxan ] Cancer lym a
Herceptin Trastuzumab < 1 Cancer Breast cancer
Synagis Palivi b Medl Respiratory Raspirat?::ynmal
Campath Alemtuzumab Schering AG Cancer Noln-Hodgh:'s
Hurnira Adalimurmat Abbott Labs Aniti-arthirte Rheumatoid arthritis
Respiratory Paediatric asthma,
Xolair Omalizumab Omalizumaks Genentech diseases peanut allergies
Erbitux Cetuximab Imcione Systems Cancer Colon cancer
Avastin Bevacizumab Genentech Cancer Colon cancer

http:flaborant.plfindex. phpfrecombinant-protein-therapeutics-the-future-is-here



Tumor cell y

Catumaxomab

coklu hedeleme...



NN = =2

Fab F(ab Fab' scFv di-scFv sdAb
(fragment antigen binding) (single-chain (single domain
variable fragment) antibody)

NY ==

chemically linked BiTE
F(ab') 5 (bi-specific T-cell engager)

trifunctional antibody

daha kucuk... daha kompakt... hicre ici hedefler?
coklu hedefleme...



Daha yaratici kombinasyonlar...
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