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<1> Greetings! This third issue of “Focus on Complement” 
contains: Flash news on CRP and cardiovascular diseases, 
Spotlight on a complement team in Switzerland, the first 
part (of two) of a second historical personal perspective 
in our Witness Corner, this time by Harvey Colten, and 
reports on two recent complement-related meetings: the 
6th International Workshop on C1 and Collectins 
(Seeheim, Germany, June 2006) and the 4th International 
Conference on Innate Immunity (Corfu, Greece, June 
2006). We hope you will enjoy reading it. If you do: 
please let us know; if you don’t: please tell us why. 
 
<2> The 21st International Complement Workshop will 
take place next month in Beijing 
(http://www.gcrc.upenn.edu/ICW/) and we hope to see 
many of you there. It promises to be an exciting 
meeting (as all previous ICWs were!), both scientifically 
and socially. 
 
<3> Did you know that this bulletin is distributed to 
email boxes of more than 3,000 readers? Why not take 
advantage of this? This bulletin is an open forum in 
which you can express your views (supportive or critical) 
on Complement issues, share some odd findings with 
others, ask for experts advise, seek or share specialty 
reagents, advertise position availability, seek for post-
doc positions and more…  
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Pepys et al. 
Targeting C-reactive protein for the treatment of 
cardiovascular disease  
Nature, 27th April 2006; 440, 1217-1221. 
 
C-reactive protein (CRP) is an enigmatic protein with no clear 
physiological role. Present in vanishingly small amounts in health, 
plasma levels soar several thousand-old in response to a variety of 
inflammatory or infective triggers. Surprisingly, it is not at all clear 
whether this CRP response has positive or negative consequences 
for the individual. It has been suggested, based primarily on animal 
studies, that CRP contributes to the development of appropriate 
immune responses, has anti-inflammatory effects and protects 
against autoimmune disease. However, others have shown that CRP 
can exacerbate injury in inflammatory disease, primarily through its 
capacity to activate complement. Human CRP deposits in damaged 
tissue and binds C1 to trigger classical pathway activation. It has 
been difficult to model the effects of this activation on disease 
because it appears that rodent CRP molecules do not activate 
complement (an area of disagreement that I will not air here). Pepys 
and co-workers have previously tested the effects in vivo of CRP on 
pathology by inducing myocardial ischaemia in rats dosed with 
human CRP and shown that human CRP exacerbates injury. In the 
current study they take a rational design approach to create a 
potent inhibitor of CRP, a dimerised form of the natural CRP ligand 
phosphocholine, that aggregates CRP in a functionally inert 
conformation that cannot activate complement. They test this agent 
in the myocardial ischaemia model and show that it blocks the 
exacerbating effect of human CRP. They suggest that targeting CRP 
in patients with myocardial ischaemia will reduce infarct size and 
improve outcome.  This fascinating paper shows that inhibition of 
CRP-induced complement activation can reduce pathology; whether 
this offers any advantage over current agents that directly target 
complement activation remains to be seen. 

  

C
R
P
 a

n
d
 t

h
e
 h

e
a
rt

 –
 a

g
a
in

! 
  

  
 R

ep
or

te
r:
 P

au
l 
M

or
ga

n 

Flash News 



 Focus on Complement   page 3 
 

 

 

 

 

 

How do we choose the teams to be presented? Simply, we have been issuing a call, to all team leaders interested to be 

presented in the Bulletin, to complete the online “Update info” form at the ICS website and to inform one of the 

“Spotlight on Teams” section editors (see page 1) that their info is ready to be excerpted for inclusion in the Bulletin.  

 

Spotlight on teams 

Our group is working at the University Hospital Basel  

for 12 years. Jürg Schifferli and Marten Trendelenburg 

are directing a limited number of focused research  

projects. 

The first project is about the small vesicles, which are  

released by a number of cells under various conditions. 

The best example is the release of such vesicles by  

ectocytosis when erythrocytes are attacked by  

complement. Besides having regulatory activities in 

inflammation, these ectosomes are able to fix  

complement (Salima Sadallah, Ceylan Ekem, Christoph Hess, Olivier Gasser). 

 Anti-C1q antibodies correlate strongly with the occurrence of active 

nephritis in patients with SLE. We want to elucidate the postulated pathogenic 

role of anti-C1q. In parallel we have launched clinical studies aimed at a better 

understanding of the diagnostic and prognostic relevance of such antibodies in an 

international network (Monica Schaller, Cornelia Bigler). 

 Jameel Inal has discovered Complement Receptor C2 Inhibitor trispanning 

(CRIT), and defined its role in regulating complement activation and inhibiting 

inflammation induced by Immune complexes. CRIT is found in parasites, rodents 

and humans. Jameel has now moved to London, but the projects continue in 

common between Basel and London.  Many of the biological roles of this 

molecule have still to be explored (Perrine Martin, Kwok-Min Hui, Jameel Inal). 

 We always enjoy visitors, with whom we have lively discussions and 

elaborate new hypotheses. We encourage you to come or stop in Basel. Our door 

is open and you are most welcome for an hour, a day, a week, or perhaps a 

sabbatical. 

 

Contact info: Immunonephrologie Labor 316, Zentrum Lehre und Forschung 

Hebelstrasse 20, Basel, CH-4031, Switzerland, Phone: 41-61-265-4292,  

Email: schifferli@ubaclu.unibas.ch 

Jürg Schifferli and Marten Trendelenburg - Basel, Switzerland 
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Harvey Colten*- Irwin H. Lepow: Strong Passion, Exquisite Control 

Part 1 (of 2) 
 

 Irwin H. Lepow, 1923-1984 was one of that extraordinary cohort 
of poor but intellectually gifted New Yorkers who attended the 
City College of New York (CCNY) during the Great Depression of 
1929-39. He was a brilliant student, graduating from high school at 
16 and from CCNY at age 18. Lepows’s parents, recent immigrants 
from Eastern Europe, hoped he would become a rabbi. His interest 
in science would have it otherwise. After service in the Army Air 
Corp, Lee studied Chemistry at Iowa and then worked for several 
companies, including  Lederle Pharmaceuticals, which sent him to 
Cleveland and Louis Pillemer’s laboratory to study immunology. In order to understand 
Lepow, one had to know something of this extraordinary man, Pillemer. Lee obtained his 
Ph.D. at Western Reserve University under the brilliant and quite mad Louis Pillemer, a 
man of genius and uncontrolled passion. Pillemer would have seemed improbable as a 
fictional character. In life, he was impossible to imagine. Born in South Africa, his family 
emigrated to the US, bringing Louis at the age of one to Kentucky. His success in high 
school football won him an athletic scholarship to Ohio State University. After one year 
during which he failed academically, he enrolled at Duke, graduating in 1932. He then 
entered medical school but emotional problems during his third year led to his expulsion, 
after which he practiced medicine in rural Kentucky, an activity permitted then in areas 
not served by a fully qualified M.D.  Shortly thereafter, Pillemer went to Western 
Reserve in Cleveland for his Ph.D. He was asked to join the faculty and remained there 
until his death in 1957 at age 49. 
 
 Lepow’s thesis work was done in the middle period of Pillemer’s incandescent and brief 
career. During that time the Pillemer laboratory made substantial contributions to the 
purification of bacterial toxins and their toxoids.  Lepow’s interest in Complement had a 
part in shifting the focus of the Pillemer laboratory, embroiling it in a vicious 
controversy that took decades after his death to reconcile. This controversy was 
precipitated by  Pillemer’s discovery of properdin—a discovery that attracted attention 
among scientists, the military, pharmaceutical manufacturers and the lay public. For a 
brief time, complement was dragged to center stage by this apparently powerful new 
substance. Properdin as described in Science (1954), appeared to be a primitive host 
defense against microorganisms and tumor cells. Many outrageous claims were made for 
properdin as word spread to national newspapers and magazines. Lee asserted that 
Pillemer never made these claims and was embarrassed by them and his celebrity. The 
over inflated claims, however, attracted critics along with celebrity. Among the critics 
was Robert A. Nelson, Jr., another of the colorful personalities attracted to complement 
research. 
 

Witness corner 

Irwin Lepow 
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 Bob Nelson, a brilliant and volatile protagonist, was the mirror image of Pillemer. His 
early work on Syphilis marked him as a wunderkind and later attracted the attention of 
another smart, driven and crazy man, Howard Hughes. Hughes invited Nelson into the 
small circle of advisors who created the Howard Hughes Medical Research Institute. Bob 
was named chief of the only free standing HHMI laboratory, a concept that was soon 
abandoned in favor of situating HHMI labs within academic institutions. Nelson worked 
hard and played even harder. A tall handsome man with white hair and year round tan, 
Bob indulged in heavy drinking and other activities not appropriate for mention here. 
 
 Nelson launched his attack on properdin in 1957 at one of the early complement 
workshops, venues for announcing and denouncing major advances in the field. The next 
year, he followed with a paper in the J. Exp. Med. that outlined the basis for his 
challenge.  He claimed that properdin was an artifact of impure materials and more or 
less sloppy experiments. The former charge was undoubtedly true; the latter patently 
false and the most distressing from Pillemer’s meticulous vantage. The Nelson paper had 
an oddly antique feel because its style and structure resembled the polemical scientific 
papers published at the turn of the 20th Century by Ehrlich and Metchnikoff as they 
battled to define the basis for host defenses.  Pillemer never saw Nelson’s J Exp Med 
paper because he was found dead in his laboratory on an August morning in 1957. The 
months before Pillemer’s suicide were preceded by erratic behavior, experimentation 
with drugs and other signs of emotional instability, all of which in modern times might 
have prompted therapy. His powerful personality apparently made such potential 
remedies impossible. 

 
To be continued in the next issue… 
 

 

* Harvey Colten is a Professor of Pediatrics, Vice 

President and Associate Dean for Academic Affairs, 

Columbia University Health Sciences, New York, 

NY, USA. 
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VIth International workshop on the first 

component of complement C1 and collectins 
June 2006    Seeheim, Germany 

 

 This interesting workshop, which has proven to be of high 

scientific and social content before, was organized for the 6
th

 time 

now by Maurice Colomb, Michael Loos, Franz Petry and Ken Reid. 

The site of the meeting was well chosen and the weather was 

beautiful. Next to the scientific sessions there was more than sufficient 

room for poster discussions and for informal meetings with the world 

soccer games in the background as special entertainment. 

 As known to all complementologists, the complement system 

is composed of a large number of components in biologically inactive 

form. There are three known pathways of activation, namely the 

classical-, the alternative and the lectin pathway. Recently the group 

of Anders Sjoholm has addressed the topic of C4, C2 bypass in a 

study published in the Journal of Clinical Investigation indicating that 

solid-phase bound mannan is able to induce activation of the 

alternative pathway in sera deficient in MASP-2, C4 and C2. This 

study elegantly shows the existence of the C4, C2 bypass when serum is used at high concentrations. 

Biologic implications of these observations are now being awaited. 

 During the workshop additional functions of C1-Inh were presented, which may have direct 

impact on how C1-Inh functions under normal conditions and what type of dysfunctions can be 

explained in molecular terms in case of C1-Inh deficiencies. Interesting was also the demonstration 

of a role for !2M in regulation of C3 activation. In structural functional terms there was a strong 

focus on MBL, MASP’s, ficolins and novel collectins in birds and domestic animals. More and more 

insight is being generated in the three dimensional 

structure of all the proteins mentioned above, especially 

with regard to pattern recognition and about the topical 

distribution of these structures on pathogens, altered 

tissues etc. The discussion about the C3-activating 

contribution of MASP-1 and MASP-2 is still not 

conclusive, but it seems that MASP-2 under physiologic 

conditions is the active enzyme for complement 

activation via the lectin pathway. Sophisticated assays 

were presented for the quantification of the different 

players in the lectin pathway opening the way for studies 

on the involvement of these proteins in disease conditions 

both in man and in experimental situations. 

 Another main topic was the role of complement in the immune responses with presentations 

on the role of C1q, ficolins and MBL in the handling of apoptotic material. In this regard it is 

believed that complement components and their fragments are strongly involved in shaping and 

shewing of the immune response in relation to induction and driving the acquired immune response 

under normal and disease conditions. 

 Novel was the finding that the !2"1 can function as a receptor for C1q on for instance mast 

cells. Next to the general progress in the field of C1 and collectins during the meeting there were a 

number of excellent plenary lectures on eg the multiple biologic activities of C1-inhibitor, pattern 

recognition in innate immunity and on how ficolins function as pattern recognition molecules. 
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 As all the 5 earlier meetings on the above mentioned topic, this 

6
th

 meeting was of great quality, with excellent opportunities for young 

scientists to meet experts in the field and to enhance friendship. 

Special thanks for the organization of the meeting should go to the 

local staff including of course Franz Petry and Michael Loos. 

 

 

 

 

THE 4TH INTERNATIONAL CONFERENCE ON INNATE 

IMMUNITY IN KERKYRA 

GET TOGETHER OF ANCIENT CULTURES IN THE IONIAN SEA  
 

 In the tradition of Homer’s Odyssey, the scenic 

island of Corfu hosted the 4
th

 International Conference on 

Innate Immunity in June 2006. The meeting provided an 

excellent update on cutting edge topics from distinct 

fields of innate immunity including NK cell and 

complement immunology, danger sensing and cellular 

signaling by pattern recognition receptors (PRR) from the 

Toll-like receptor- and the Nod/CATERPILLAR family 

as well as plant immunology. Within these topics, 

molecular mechanisms of cell death, cellular cross-talk 

and the structural basis for such interactions were 

discussed with a particular emphasis on host-pathogen interactions, self vs. non-self / altered self 

discrimination and the impact of innate immune responses on the development of adaptive 

immunity.  

 The concept of bringing together scientists working in different fields of innate immunity in a 

workshop atmosphere provided an excellent platform to discuss complement research in the context 

of innate immunity and to explore connections to the NK cell- as well as the TLR field and even to 

the innate immune system of plants. Here, S. Robatzek 

(Cologne, Germany) provided data that plants, similar to 

animal cells, sense highly conserved molecular structures 

on pathogens through PRRs and respond with 

sophisticated innate defense mechanisms. Further, 

systems biology approaches were discussed to map and 

quantitatively model complex cellular signaling and 

regulatory networks aiming at providing a more dynamic 

and complete picture of such networks (S. Subramaniam, 

San Diego, USA). 

 Thanks to the workshop design, providing an 

excellent mixture of outstanding science, cultural and social events, the meeting allowed for 

intensive scientific discussions to initiate new collaborations and/or to renew and pursue existing 

ones. The complete program of the meeting is available at http://www.aegeanconferences.org/ 

Reported by: Jörg Köhl, University of Cincinnati College of Medicine, 

Cincinnati, Ohio, USA 
 

Reported by: Moh. R. Daha, Leiden, The Netherlands 
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New book on complement 

 

Current Topics in Complement  

J.D. Lambris, Editor, 2006 

ISBN 0-387-32231-0 

 
Contents: introduction; regulators; 

pathophysiology; structure; complement 

assays; developmental processes; therapeutic 

approaches. 

 

Special discounts for members 
of the complement society 

$65 instead of $155 
 
Interested? To receive an order form, 

contact John Lambris. 


