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WHAT IS TRANSLATIONAL RESEARCH?

Basic research

Clinical practise
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Translational research
'Clinical pharmacology’

FABIT 75— AT 0l R S ik



I

M
Soreat 29T

J)

NCUronox:

-

IAI Hronox ty_) = g
107 St Scironox” - 100
Comgie e m T Units

<Nty oy

v
s :n“""s M0units

] Botulinum Toxin Type A NATURAL BOTULINUM TOXIN TYPE A

hu@

/

ﬁ (| BOtUlaX® NABOTA:

. -
CN, : -
' ’."‘, !’7\"(1_0'\ .“ g \II‘-’. ”
T can ot
o — e, - 4
- LA " KO'n'I
N S

—
- v -
e
»
>ty

-




COMPARING BT DRUGS HIFHFERILE

« all BT drugs are different ('unique’), but they can be compared
* however, this comparison is complex and has to be multidimensional
* dimensions of BT drugs comparison are:

mode of action
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potency/adverse effects AR B R

potency labelling SYAL S
antigenicity PLIR M
stability ;E%f
composition __;EL/%
manufacturing He s

manufacturer



all BT-A drugs have the same MOA
BT-A drugs and BT-B drugs have different MOA
SNAP cleavage site
binding potential to motor and autonomic synapses
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- all BT-A drugs have same DOA

» daxibotulinumtoxinA claims longer DOA
- BT-B and BT-A seem to have same DOA
- different BT types have different DOA
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all BT-A drugs have same potency and AE

reported differences are due to incomparable dosages
BT-B drugs have more autonomic AE
BT-A and BT-B drugs seem to have same potencies
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BT potency labelled can be defined

international definition (MU)
however: definition of MU seems to be incomplete

BT potency can be measured against external standard
however: there is no external standard
hypothesis for incomparability ONA vs ABO:

different measurement assays
correct vial filling, but incomplete retrieval after reconstitution
insufficient HSA content
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potency measurement
animal assays

lethality assay (BFCRK:)
mouse diaphragm assay (/) RIBILIRLE)
cell based assay (ZHfiR%:)

human assays

motor function: EDB test, SCM test, frowning test
autonomic function: sweat test

clinical comparisons

cross-over designs (3¢ X i%it)
randomised head-to-head comparisons (BEMLXTHR)

historical comparisons (
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problem: sensitivity of the test system/measurement system
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- complexing proteins

* purity of the botulinum neurotoxin component
specific biological activity (SBA)

* assays
clinical monitoring
BT antibody test

functional assays: lethality assay, mouse diaphragm assay
structural assays: ELISA, RIPA
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stability clearance is different between BT-drugs
storage temperatures

shelf life
real stability may also be different
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* no differences between BT-A drugs
> no differences between BT-A drugs and BT-B drugs
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COMPOSITION 1 ZHRX,

botulinum toxin drug

botulinum toxin (BT) excipients

botulinum neurotoxin complexing
(BNT) proteins

heavy chain light chain
(HC) (LC) HP NHP
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BT type

complexing proteins

excipients
bovine gelatine, human serum albumin
stabilisation: liquid, non-liquid
pH value
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quality of manufacturing process

chemical purity

immunological purity

control of potency

consistency of potency

documentation of manufacturing process

GMP, FDA/EMEA
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cooperative and accessible
supportive for training and research projects
providing sufficient registrations
solid development program
expanding indications
expanding registrations

developing products
researching new products
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SUMMARY

* tfranslational BT research is the bridge between basic science and
clinical practise
* it also allows to compare BT drugs
* BT drug comparison is complex and has to be multidimensional
* the most important ones are potency labelling and antigenicity
* BT drug comparison will become more and more important
as many new BT drugs are under development









