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Drug potency is a major property of antiretroviral drugs. Drug potencies of nucleos(t)ide 

analogues (NRTI) may differ broadly within the class members. Current methods to predict 

drug potency are based on comparisons of IC50-values or on viral Ioad reductions in vivo. 

However, both methods have limited predictivity. We compared the NRTis determining the 

ratio of IC75- to IC25-values. 

55 assessments of phenotypic drug resistance assays were reevaluated. IC75- and 

IC25-values of 7 NRTis, 1 NNRTI (NVP) and 1 PI (IDV) were calculated in regard to the 

reference strain NL4-3. IC75-values were divided by IC25-values for each assay and drug. 

Median values as weil as 25% and 75% quartiles were calculated. Foreach drug IC25- and 

IC75-values could be calculated in 6-48 independent assays. 

The maximum IC75/IC25 ratiowas observed for AZT(27.4-fold) indicating that AZT is the 

least potent NRTI. ln contrast, low values corresponding to steep dose-response curves 

were calculated for NVP(3.3-fold) and IDV(3.9-fold). The remaining NRTI achieved values 

lower than AZT but higher than NVP and IDV: 3TC 6.1-, TDF 6.1-, ddl 6.0-, ABC 5.4-, d4T 

5.2-fold, FTC 3.8-fold. 

ln this study, AZT appears to be the NRTI with the shallowest dose-response curve. 

Members from NNRTI and PI were more potent than NRTI exhibiting steeper curves. Most 

NRTI class members were similarly potent, but FTC seemed to be notably more potent. The 

steep dose-response curve for FTC may explain recent findings of the relatively low 

frequency of drug resistance development in FTC containing regimens. 
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ftuenza as stil one of the maJOr plagues worldwide. The appearance of highly pathogenic 

aVIan H5N1 Vlruses 1n humans and the emergence of resistant H5N1 variants against 

neuramnidase inhabrtors hiQhlight the need for new and amply available antiviral drugs. We 

and others have demonstrated that influenza virus misuses the cellular IKKINF-kappaB 

Signa ng pathway for efficient replication suggesting that this module may be a suitable 

target fOf antiviral intervention. Hereweshow that the novel NF-kappaB inhibitor SC75741 

efficient!y blocks replication of Influenza A and 8 viruses, including avian and human 

AIHSN1 isolates, in vitro andin a mouse infection model in concentrations that do not affect 

ce! viability or metabolism. The underlying molecular mechanism of SC757 41 action 

IIWolves impa1red expression of proapoptotic factors, subsequent inhibition of caspase 

activation as weil as block of caspase-mediated nuclear export of viral ribonucleoproteins. 

Besldes this direct antiviral effect the drug also suppresses virus-induced overproduction of 

cytokines and chemokines, suggesting that it might prevent the so-called cytokine burst that 

IS d1scussed as an important pathogenicity determinant of infections with highly pathogenic 

Influenza viruses, such as the NH5N1 strains. Most importantly the drug did not shown any 
tendency to induce resistant virus variants. Thus, a SC75741-based drug may serve as a 

broadly active non-toxic anti-influenza agent. 
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