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ONCHOCERCIASIS CHEMOTHERAPY PROJECT

l. Prosress Reoort of the OCT/MACROFIL Chemotheraov Proiect l99l-1992

l.l Current Status of Mecrofilericide Development.

On the written report reviews the situation with regard to compounds either in, or
approaching, clinical trials. Good collaboration with Ciba Geigy in the past year has resulted in
progress with two potential macrofilaricides:

Amocarzine (CGP 6140). The company is preparing data from clinical trials against
onchocerciasis for submission to the Swiss Regulatory Authority, hopefully in 1992.

CGI 18041. Preclinical toxicology reports will become available soon, and allow a decision
to be made on Phase I clinical trials in August 1992.

UMF 078. A patent submission has been prepared for compound UMF 078, covering
chemical synthesis and antifilarial activity. An industrial collaborator is being sought for co-
development of this compound, but if results of preclinical development are satisfactory, Macrofil,
with the help of the Product Development Unit of TDR, will continue development in any event.

1.2 Clinical trials

Additional clinical centres in Africa for onchocerciasis studies are being sought to supplement,
or eventually replace, OCRC, Hohoe. A recent site visit suggests that Enugu, Nigeria, may be suitable.
While avaiting Phase II trials of CGI I 8041 protocols for high dose ivermectin and for CGP 6 I 40 have
been developed.

1.3 Supply of compounds for screening

Three additional companies have in the past year, signed agreements to supply compounds
supplementing the regular suppliers, Ciba Geigy, Parke-Davis, WRAIR and NCI. In vitro and animal
screening models for chemotherapy have been reviewed, and O. ochenqi in cattle added to the existing
O. eibsoni model. Resynthesis by contract laboratories of compounds (active in primary and secondary
screens) will allow more compounds to be tested in the two cattle models. Current drug development
pathways used by the Macrofil project will be summarized in a poster display.

2. Revision of OCT/MACROFIL fundine levels

In response to requests from EACI2 and JPCI2, the Macrofil Steering Committee has
estimated what funding increases would be needed to accelerate the development of a macrofilaricide
according to EAC recommendations, and this estimate has been submitted to CSA for consideration.
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3. Ivermectin resistance in onchocerciasis ?

Resistance to ivermectin has been identified both in gastrointestinal nematodes of veterinary
importance, and in the free-living nematode Caenorhabditis elesans. A posrer display will describl
research in four areas which may be relevant to the possibility that ivermectin resistance will occur
in human onchocerciasis.

3.1 Review of ivermectin.resistance in parasitic nematodes.

3.2 Direct assay ol' ivermectin sensitivity of microfilariae by injection into blackflies. - Could this
be used as a field assay ?

3.3 Use of C. eleqans to study the genetics and molecular biology of ivermectin resistance
Could a "molecular probe" be developed to detect resistance ?

3.4 Can computer simulations be used to estimate the probability of resistance ?


