A HIV reverz transzkriptaz (RT) és a
proteaz (PR) szerepe a replikacioban

Az RT/PR inhibitorok mint antiretroviralis
anyagok hatasanak molekularis mechanizmusai

Antiretroviralis anyagok teszteléese



Orvosi Nobel Dij 1975:
Renato Dulbecco, Howard M. Temin, David Baltimore
, For discoveries the interrelation between tumor virus anellcilar germ plasm”

David Baltimore (1938 -) Howard M. Temin (1934 -1 994)



GENOMIC ORGANISATION OF RETROVIRUSES
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Potential new targets

I..\. ’ i

RNA
VNN
Viral requiatory
proteins
-

s




Structure of AZT vs. other DDNs
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AZT-vel elsbként kezelt hirességek
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Mechanism of action of HIV RT inhibitors
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Potential new targets

Viral zinc-finger

Binding, fusion
et and ent

Inhﬂ:ﬁag protease

individual core pmtaJns|

~and subsequent

maturation of virus

particles as infectious
0

"

Protease
inhibitor

Multi-protein Viral

Protease ANA
enzyme

molecule



LATE

Buddin

Assembly

Polyproteins

Translation \

Cleavage

by PR

Immature
Virion

Genome

RNA

mANA

Transcription

Receptor Binding

EARLY

Virus
Entry
I
: NC
|
| E:g ﬂf Cleavage
| by P
E
I Reverse
: Transcription
I
|
l
| Capsid
| -DNA-
|
I Migration
: to Nucleus
Provirus Integration

HIV REPLICATION CYCLE



SAD* 3 M- TU+NT1- 3N N1D-48y £930
HIS-L3W-MD-N9+N3T- WA -HHL-dSY 2930
Old+OHY+N1D+ dHLl+NIT+HHL: FUN1D L D30
A1D-dSV-N3T1-3Hd=N3T- T » SAT - OHY Nl 1Y 8
A1D-dSY - WA+ HAL+JHdHHL-NT1D - VIV H ?58NH .« LS1H L
OHd+H3S+ T - OMd+3Hd - NSV * N3+ HHL 14 . Hd 9
HHL* 37 *N1D- OHd*3Hd - NSV - 3Hd - H3S Hd . s
OHV+H3S *N19+ NI »3IHd * NSV + A7D - OHd 9d » id v
A9 -DHY -N1D- 13W =130+ T * HHL - VIV Id .« X £
13N VIV «N19D - VIV « 137+ TVWA - DHY - VIV X« ¥Zd z
NID+ VA *» 37 - Od+*HAL - NSV + N1D + B35 vid . Lld t
'd d Md d 'd 9 4 4
] ' ] £ ¥ L i
L1 L] . iy Hd |9 | Ld "ia Lo
-llr__.
. - v R,
._._,..-...,-l.... E__._.___.._._E..- _,_u__
R (
w1 .0 8B w | u | ] |
LT ) Al sl |
B3 Y7 |
L1y T T
=] ] Gelis] sz lae
izl 20
M En ShE N
 E— - —

HLT

Hi1

ST —
L



HIV proteaz (dimer), inhibitorral az aktiv helyen
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CCR-5 kemokin receptor gatlas

gp 41
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Viral DNA : L s
- HIV integracios

folyamat

Target (host)
DNA
93del d(GGGGTGGGAGGAGGGT) aptamer
integraz inhibitor
e ——— vw:::w#;wxmﬂ
,ﬁ repair/ligation
meiﬂi— LT TITR ﬁm‘;rz Books@Ovid
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Deaths per 100,000 Population
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