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Abstract
Ultrasensitive fluorescence detection and spectroscopy is
important in many fields of fundamental research as well as
chemo- and bioanalytical applications. In recent years,
technical improvements in photodetector sensitivity,
microscope objective optics, and laser light sources have
advanced the capabilities for the detection of single
molecule detection. The technique allows the visualization
of variations from molecule to molecule which would be
hidden performing ensemble measurements.
Today, time-resolved measurements permit to follow
fluorescence dynamics of single molecules starting in
the sub-nanosecond range up to fluctuations in the
second range and beyond. By exploiting the full
i n f o r m a t i o n c o n t e n t of such a m ulti- dim ensional
measurement, classical intensity based analysis schemes
like FCS and FRET in confocal microscopy can be
significantly improved by sorting and weighting the
detected photons. We will present actual instrumentation
and discuss recent applications:
Fluorescence Lifetime Cross Correlation
Spectroscopy (FLCCS):
FCCS is a superior tool to detect binding of two
molecules, each marked with a fluorophore, in
liquid environment.
Two-Focus FCS (2fFCS):
Small structural changes of molecules like proteins
can be investigated in their natural environment by
the determination of the diffusion coefficient.
Lifetime Förster Resonance Energy Transfer
(Lifetime FRET):
FRET allows the study of distances of molecules tagged
with two fluorescent labels in the nanometer range.
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The ARC Network for Fluorescence Applications in
Biotechnology and Life Sciences (FABLS)
facilitates and coordinates research programs and
seminars relating to applications of fluorescence that
require a high degree of interaction between biology,
physics, chemistry, bioengineering and medicine.
The FABLS network covers 490 researchers and
industry representatives worldwide.

