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O Author [0 ~ ©0of2408References Selected M 4 Page:

@ Document Tvoe [ 1. Botulinum toxin as a biological weapon: Medical and public health management & B Full Text ,{:
¥p By Arnon, Stephen 5.; Schechter, Robert; Inglesby, Thomas V.; Henderson, Donald A, ; Bartlett, John G.; Ascher, Michael 5.; Eitzen, Edward; Fine, Anne D.; Hauer, Jerome; Layton, Marcele; et al ~435
O Publication Year From JAMA, the Journal of the American Medical Assodation (2001), 285(8), 1059-1070. | Language: English, Database: CAPLUS =
O L A review with 106 refs. The Working Group on Civilian Biodefense has developed consensus-based recommendations for measures to be taken by medical and public health
anguage rofessionals if botulinum toxin is used as a biol. weapon against a civilian population. The working group included 23 representatives from academic, government, and
p p g pop g group P g
O Database private institutions with expertise in public health, emergency management, and clin. medicine. The primary authors (S.5.A. and R.S.) searched OLDMEDLIME and MEDLIME
1960-Mar. 1999) and their professional collections for literature concerning use of botulinum toxi...
p g
Document Type(s) O 2. structure and function of tetanus and botulinum neurotoxins @& B Full Text ,{:
By Montecucco, Cesare; Schiavo, Giampietra o |
D Blngraphy From Quarterly Reviews of Biophysics (1995), 28(4), 423-72, | Language: English, Database: CAPLUS &2 g
D Book A review with many refs. Presynaptic activity; structure; cell binding; internalization; translocation into the neuronal cytosol; the Zn-endopeptide activity of clostridial
D | | | neurotoxins; VAMP, SNAP-23, and syntaxin; target recognition; and the neurcexocytosis app. and the clostridial neurotoxins are discussed.

Clinical Tria
D Commentary [ 3. Mechanism of action of tetanus and botulinum neurotoxins @ Bl Ful Text +
D By Montecucco, Cesare; Schiavo, Giampietro 251 B

Conference From Molecular Microbiology (1994), 13(1), 1-8. | Language: English, Database: CAPLUS =
[ pissertation A review with many refs.

O Editorial
. . O 4. 1dentification of the major steps in botulinum toxin action & B Full Text +
D Historical By Simpson, Lance L. ~234 &
D Journal From Annual Review of Pharmacology and Toxicology (2004), 44, 167-193. | Language: English, Database: CAPLUS e —
A review. Botulinum toxin is a uniquely potent substance synthesized by the organisms Clostridium botulinum, Clostridium baratii, and Clostridium butyricum. This toxin,

D Letter which acts preferentially on peripheral cholinergic nerve endings to block acetylcholine release, is both an agent that causes disease (i.e., botulism) as well as an agent that can
D Patent be used to treat disease (e.g., dystonia). The ability of botulinum toxin to produce its effects is largely dependent on its ability to penetrate cellular and intracellular
|:| aten membranes. Thus, toxin that is ingested or inhaled can bind to epithelial...
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Research Topic "botulinum toxin® = references (14638) = refine "Review” (2681) > Botulinum toxins: Mechanisms o...

Get | Get Related Get
REFERENCE DETAIL @ Substances Q Citations Full Text
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7. Botulinum toxins: Mechanisms of action, antinociception and clinical applications
By: Wheeler, Anthony; Smith, Howard 5.

A review. Botulinum toxin (BoMNT) is a potent neurotoxin that is produced by the gram-pos., spore-forming, anaerobic bacterium, Clostridium botulinum. There are 7 known immunol. distinct
serotypes of BoNT: types A, B, C1, D, E, F, and G. Clostridum neurotoxins are produced as a single inactive polypeptide chain of 150 kDa, which is cleaved by tissue proteinases into an active di-
chain mol.: a heavy chain (H) of ~100 kDa and a light chain (L) of —30 kDa held together by a single disulfide bond. Each serotype demonstrates its own varied mechanisms of action and duration
of effect. The heavy chain of each BoNT serotype bhinds to its specific neuronal ecto-acceptor, whereby, membrane translocation and endocytosis by intracellular synaptic vesicles occurs. The
light chain acts to cleave SNAP-25, which inhibits synaptic exocytasis, and therefore, disables neural transmission. The action of BoNT to block the release of acetylcholine botulinum toxin at the
neuromuscular junction is best understood, however, most experts acknowledge that this effect alone appears inadequate to explain the entirety of the neurctoxin's apparent analgesic activity.
Consequently, scientific and clin. evidence has emerged that suggests multiple antinociceptive mechanisms for botulinum toxins in a variety of painful disorders, including: chronic
musculoskeletal, neurcl., pelvic, perineal, ostecarticular, and some headache conditions.
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| CA Section Title W [ 1. Tetanus and botulinum-B neurotoxins block neurotransmitter ralease by proteolytic cleavage of synaptobrevin -~ QB Full Text +
By Schiavo, ( ~712
From Natu ) y . i
Fharmacology 1980 rom e A B Y A _
I ] Here the = N fide bond. The
protease S 2vin-2 isoform is
Toxicology 1498 cleaved x b A g position, is not
T ] cleaved. =
Pharmaceuticals 429 O 2. Synaptic vesicle membrane fusion complex: action of clostridial neurotoxins on assembly QB Ful Text ,&
[ I 1 By Hayashi, Tetsuya; McMahan, Harvey; Yamasaki, Shinju; Binz, Thomas; Hata, Yutaka; Suedhof, Thomas C.; Niemann, Heiner w470 &

From EMBO Journal {1994), 13(21), 5051-61. | Language: English, Database: CAPLUS

Immunochemistry 272

I I . Here we show that in binary reactions synaptobrevin binds weakly to bind SNAP-25 and syntaxin, and synaptosomal-assocd. protein of 25 kDa (SNAP-25) binds to syntaxin. In

the presence of all three components, a dramatic increase in the interaction strengths occurs and a stable sodium dodecyl sulfate-resistant complex forms. Mapping of the
151 interacting sequences reveals that complex formation correlates with the presence of predicted a-helical structures, suggesting that membrane fusion involves intermaol.
interactions via coiled-coil structures. Most toxins only attack the free, and not the co...

Biochemical Genetics
[ ]

Food and Feed [ 3. Botulinum neurotoxin A selactively cleaves the synaptic protein SHAP-25 Q  BFulText +

Chem|5‘tr}r 148 By Blasi, Juan; Chapman, Edwin R..; Link, Egenhard; Binz, Thomas; Yamasaki, Shinji; Pietro De Camill; Sudhof, Thomas C.; Miemann, Heiner; Jahn, Reinhard w452 (F
I ] From Mature {London, United Kinadom) (1993}, 365(5442), 160-3, | Languaas; Foalish, Database; CAPLUS =
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Biochemistry 140
[ ]
[0 4. Botulinum toxin as a biological weapon: Medical and public health management QB Full Text +
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3. Botulinum neurotoxin A selectively cleaves the synaptic protein SNAP-25
By: Blasi, Juan; Chapman, Edwin R.; Link, Egenhard; Binz, Thomas; Yarmasaki, Shinji; Pietro De Camill; Sudhof, Thomas C.; Miermann, Heiner; Jahn, Reinhard

Meurotransmitter release is potently blocked by a group of structurally related toxin proteins produced by Clostridium botulinum. Betulinum neurctoxin type B (BoNT/B) and tetanus toxin (TeTx)
are zinc-dependent proteases that specifically cleave synaptobrevin (VAMP), @ membrane protein of synaptic vesicles. Here, the authors report that inhibition of transmitter release from
synaptosomes caused by botulinum neurotoxin A (BoNT/A) is assocd. with the selective proteclysis of the synaptic protein SNAP-25. Furthermore, isolated or recombinant L chain of BoMT/A
cleaves SNAP-25 in vitro. Cleavage occurred near the carboxy-terminus and was sensitive to divalent cation chelators. In addn., a glutamate residue in the BoeNT/Al chain, presumably required
to stabilize a water mol. in the zinc-contg. catalytic center, was required for proteclytic activity. These findings demonstrate that BolNT/A acts as a zinc-dependent protease that selectively
cleaves SNAP-25. Thus, a second component of the putative fusion complex mediating synaptic vesicle exocytosis is targeted by a clostridial neurotoxin.
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» References
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(1) Galloux, Marie; Journal of Biological Chemistry 2008, V283(41), P27668-27676 CAPLUS Q
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Pharmacol 1980 )
I logy | By Opsenica, Igor M.; Tot, Miklos; Gomba, Laura; Muss, Jonathan E.; Sciotti, Richard 1.; Bavari, Sina; Burnett, James C.; Solaja, Bogdan A. (—S
: From Journal of Medicinal Chemistry (2013), 56(14), 5860-5871, | Language: English, Database: CAPLUS
Toxicolo 1498
I gy I | s [BATALS ikt Structurally simplified analogs of dual antimalarial and botulinum neurotoxin serotype A light chain (BoNT/A LC) inhibitor bis-
h cal i )( wampoan  cwmsssa  @minoguinoline (1) were prepd. Mew compds. were designed to improve ligand efficiency while maintaining or exceeding the
|P armlaceut|ca s 429| . e atoca saamu inhibitory potency of 1. Three of the new compds. are more active than 1 against both indications. Metabalically, the new inhibitors
) e mczesacm  gre relatively stable and nontoxic. 12, 14, and 15 are more potent BoNT/A LC inhibitors than 1. Addnl., 15 has excellent in vitro
Immunochemistry 272 antimalarial efficacy, with ICso values ranging from 4.45 to 12.11 nM against five Fl...
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— 0 [0 7. A double-blind, randomised, crossover trial of two botulinum toxin type A in patients with spasticity & B Ful Text ,&
By Guarany, Fabio Coelho; Picon, Paulo Dornelles; Guarany, Nicole Ruas; Cardoso dos Santos, Antonio; Chiella, Bianca Paula Mentz; Barone, Carolina Rocha; Fendt, Ludia Costa Cabral; Schestatsky, Pedro ~0
Fﬁod and Feed From PLoS One {2013}, 8(2), 56479, | Language: English, Database: CAPLUS =
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[ 1. Efficacy and safety of 3- and 5-injection patterns (30 and 50 U) of botulinum toxin A (Dysport) for the treatment of wrinkles in the glabella and the cantral n{:
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By Rzany, Berthold; Ascher, Beniamin: Fratila_alina- Monheit Gare D - Talaricn Serain: Sterry Welfram: The (GLANYS Shudy Groon
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GErmMany ), N the tre A g o o e T e v e e o M P o 5 51 o T G S S B e S Sy e S e CaG e wha Doy wenty-three
German dermatal. centers. Patients: Two hundred twenty-one patients with muderate ar Severe glahellar wrinkles when frnwnlng maximally. Intervention: Centers were
randomly assigned to the 3-injection site pattern (3 injections of 10 U of botuli...

[0 2. Microneedle apparatus used for marking skin and for dispensing semi-permanent subcutaneous makeup @ Bl Full Text db
By Yuzhakow, Vadim Vladimirovich; Gartstein, Vladimir; Owens, Grover David w14 B
From PCT Int. Appl. {2001), WO 2001091846 A2 20011206, | Language: English, Database: CAPLUS =
An array of microneedles is provided to apply semi-permanent or permanent markings to skin, or to apply semi-permanent s.c. makeup or other cosmetic compds. to skin. The
microneedles can apply identifications or other tattoo-like graphics, and will not enter inte the dermal layer of the skin so that the application procedure is painless. The
markings can be made permanent or semi-permanent, and can be applied with monachrome or multi-color inks, or even inks that are not visible at human eye wavelengths.
The preferred inks contain particles of a certain min. size that will not diffuse too f...

O s Growing old disgracefully: The cosmetic use of botulinum toxin Q3 Full Text db

By Bottril, Krys ~
From ATLA, Alternatives to Laboratory Animals (2003), 31(4), 381-391. | Language: English, Database: CAPLUS =

A review. The explos tedly had an impact on the no. of animals used in the potency testing of this
product. The test use ﬁl%ﬁ%&%& nnfﬁmr‘m creasing paralysis until the occurrence of death. The enthusiastic adoption by
the general public of {22200 20 CCL IR LD Ll Zllope, paradoxically taken place against a background of moves to stop animal
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