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Williams:   This is an American Association of Immunology [ed. Immunologists] Oral 
History Project interview with Dr. Henry Metzger, a scientist emeritus of the 
National Institutes of Health.  We are in Dr. Metzger’s home in Chevy Chase, 
Maryland.  Today is Wednesday, April 25, 2012, and I am Brien Williams. 

 
Dr. Metzger, let’s start with you telling me a little bit about your own family 
background. 

 
Metzger:   Well, I was bo.15 J
0 Tl
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even more so than my parents, I must say, had a lot of influence on my going into 
medicine, certainly. 

 
Williams:   What did your father do when he came to the States? 
 
Metzger:   He continued to work in the hardware business, and he certainly had a lot of 

influence on me in terms of he was always one who was interested in how things 
work.  He was not a very literate person in the sense he didn’t read a lot, but 
whenever he was with friends and they would ask him about television, which 
was new, of course, in the early fifties, he was the one who could explain it, and 
loved to repair things, so on. 

 
Williams:   Your mother was a homemaker? 
 
Metzger:   She was a homemaker.  At that time, she had never worked in her life in 

Germany, and when we came over, we didn’t have a lot of resources, so she 
became first a seamstress, then a masseuse, and then finally an x-ray technician 
with a physician and actually worked at the Columbia Presbyterian Hospital, 
where I was training. 

 
Wi lliams:   You mentioned a brother. 
 
Metzger:   A brother, right.  He went into business, was originally going to go into 

engineering, but the prospects for engineers did not look so good at that time, and 
so he started working in a commercial laundry and recognized that that was not 
going to make a good career for him.  So he went to Teachers College and then 
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Metzger:   My major was pre-med 
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they have a quota.”  I don’t think that was really true at that time.  I think Cornell 
still did. 
 
So we had a rather mixed class.  They still had a quota on African Americans, of 
course, and on women, so we only had 10 percent women in our class of 120.  So 
the obvious economic advantage of being able to go from home, to live at home, 
was a big consideration, and it was an excellent school. 

 
Williams:   So the refreshment of going off to Rochester on your own, you didn’t need to 

continue in that frame of mind. 
 
Metzger:   No, no, that’s right. 
 
Williams:   You could go back and be welcomed back home and that was good for you. 
 
Metzger:   Yes, because Columbia also at that time had the reputation of being particularly 

oriented towards training academic physicians, and so that was a big plus for me 
because I knew I was headed in that direction. 

 
Williams:   So you were in the Columbia program for how long? 
 
Metzger:   Four years. 
 
Williams:   So take me through the steps of your development there. 
 
Metzger:   Well, I’m not sure what you’d like to know.  It was a very rigorous program, 

certainly, as medical school was then.  Some of the courses were kind of boring.  
Biochemistry was pretty unimaginative, although it was a very strong 
biochemistry department.  But I remember having a little bit of the same feeling 
that I had in my freshman year in college, that you were sort of doing a lot of rote 
learning about lipids and so on, and the laboratory exercises were not particularly 
interesting.  I think that’s changed considerably. 

 
One of the things that was good at Columbia was one had a very early access with 
patients, so I think even in our freshman year we were already in the outpatient 
clinic with a mentor.  I think bacteriology would have been that first year, and one 
of the things at Columbia that was a little bit unusual was the strength of the 
immunology training there.  Elvin Kabat was the senior person there, and so we 
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time director of Goldwater Memorial Hospital, where the new facility of Cornell 
is going to be going on Roosevelt Island.  At that time, one didn’t have bio safety 
hoods and so on, so one learned how to deal with keeping things sterile by just 
very good technique, and one learned that with her.  So that was a very, very good 
experience.  I really enjoyed that. 

 
Williams:   So then your time as a resident was strictly clinical? 
 
Metzger:   Yes, at that time.  This was between the wars, between the Korean War and the 

Vietnam Wars, and there was still the draft, the doctors’ draft, and one could get a 
deferment for two years of clinical training.  You have internship and a year, what 
was then called a year of internship and a year of residency.  So I had an internal 
medicine internship and a year of internal medicine residency.  Then one had to 
serve in the uniformed services, and one of the uniformed services was the Public 
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at Catholic University.  At the end of the year, we then moved to California under 
a Helen Hay Whitney Fellowship which I’d won. 
 
At that time—again, how very different things are—I had been here, I guess, a 
year and a half when I was offered a position at the NIH.  At that time, there was 
no such thing as tenure track.  You were offered a position, and it was a civil 
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So I decided I believe that, and so I’m going to find out whether somebody at the 
NIH has a supply of a macroglobulin, work on the structure of that.  A colleague 
in the Cancer Institute, who had actually worked with John Fahey, who I 
mentioned before, Bill Terry, had such a patient.  He was, I think, a clinical 
associate at that time with Waldenström’s Macroglobulin.  One of the treatments 
for the macroglobulinemia is to plasmapherese these patients so that you take out 
the plasma and give back the blood, the blood cells.  So he had great sacks of this 
protein, and I had unlimited amounts of these proteins, and I started working on 
that.  It turned out that the original idea that this was a hexamer, we found that 
was really a pentamer, and so we did basically structural work on the IgM. 
 
Then a very curious thing happened, and I’m not sure exactly that I have the order 
correct.  But I was also beginning to continue to try and do some work on affinity 
labeling and had started doing some work with Michael Potter on a myeloma 
protein where there was some evidence that it had some antigen activity, antigen 
binding activity.  One of them was against a small molecule, and so we thought it 
would be interesting.  This was an IgA myeloma, one of the other classes of 
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potentially, that really only one was effective, and we sort of clarified that and so 
on and so forth. 
 
Then we became interested in the antigen binding properties of these, quote, 
“paraproteins,” and so that was another area that we moved into.  That’s still a 
very interesting story as to what is the source or what is the stimulus, the initial 
stimulus for the cells that are going to produce these myeloma proteins, and what 
is the role of the antigen in that.  That’s still an interesting area. 
 
Shall I continue on? 

 
Williams:   Yes.  Where are we about in your career, about halfway through? 
 
Metzger:   We’re now in the late sixties, early seventies. 
 
Williams:   If you can— 
 
Metzger:   Move on a little bit faster? 
 
Williams:   Okay. 
 
Metzger:   So that’s when there was really a major change in my career, and that is that I had 

the chance to take a sabbatical, but I was given a week by our scientific director to 
decide where I would take that sabbatical.  At that time there was somebody in 
England, Brigitte Askonas, who had some mouse myeloma proteins that had also 
these antigen binding activity.  I thought it would be interesting to work with her, 
so that’s what I told him that I would be working on.  Well, she decided to take a 
sabbatical in Switzerland at that time, so I ended up in London with not the person 
I was expecting to work with. 

 
At that time, I really became interested in a problem that I thought had not really 
been adequately explored.  At that time, Landsteiner and others had said there 
were really two basic issues in immunology.  One was the nature of the structure 
of antibodies, and the other was sort of what stimulated the immune response. 
 
But the area that I thought really had not been getting adequate attention was how 
does the immune response, how do antibodies work.  In some cases, it was pretty 
obvious.  They coated the virus or the bacteria and allowed that to be disposed of 
or to inactivate a toxin.  But there were other cases where clearly, for example, in 
the complement system one had some sort of a biological effect.  It was as if the 
combination of antibody and antigen lent 
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So since I didn’t have a direct lab to work in in London, I decided to do a 
literature search on that, because I was interested in that, and I began to be 
convinced that there was no good evidence for this, quote, “allosteric 
modification”  of antibodies as being the way that antigens could stimulate a 
biological effect, and the more I read about it, the more I became convinced that 
something else was going on. 
 
Then we actually, when I came back, we did some experiments to suggest that in 
the systems that we had where we had antigen binding of myeloma proteins that 
we couldn’t detect any conformational change, and I decided to explore a system 
where we could really study the antigen, the antibody, and a biological effector 
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clinical work was really very special, and I think that’s continued.  Plus the fact 
that unlike in academia where people to some extent have to scrap in order to get 
their funding and maybe be a little bit more possessive of their resources, that was 
not true at the NIH and I think is still not true.  So it was very good collaboration, 
sharing of resources, and so on, so that was nice. 

  
Then, of course, in later years, the idea that if one’s work went well, even though 
one was being reviewed quadrennially, and the reviews initially were perhaps not 
that rigorous and one depended on what resources one got more on the scientific 
director, and later years the Boards of Scientific Counselors, the outside peer 
reviewers, have much more influence, even though the review became more 
rigorous, still, if one’s work went well, one didn’t have to sweat. 
 
I don’t think I ever, during the years that I had the lab, really was concerned about 
presenting to the peer reviewers.  One prepared, but it was nice to talk about one’s 
work to people who were not specialists in your area.  That’s not true for people 
on the outside.  Even Nobel laureates sweat as to whether their grant is going to 
be supported and may have to revise it and have to give much more detail about 
their future plans, whereas the reviews of the intramural scientists are much more 
focused on what they have done rather than focusing on what they’re going to do 
in great detail.  I must say, in my own experience, very often we switched projects 
practically from one month to another without having to get permission from 
somebody and justify it and so on.  So that was a terrific way and a wonderful 
way of doing research, so that still continues to be true, maybe a little bit less so, 
but it’s basically still true. 

 
Williams:   Were there other cultural changes as time went by? 
 
Metzger:   Yes.  I mean, one change, which is the way science has changed, when I worked 

in Harold Edelhoch’s lab, I was the one postdoctoral fellow, there was one 
technician, and there was Harold.  He had a desk here.  I had a desk here.  He was 
a great cigar smoker.  At that time, one could smoke in the labs.  One could 
smoke in the auditorium during lectures.  I had constant contact with him during 
all the hours of the day.  That’s changed.  It changed when I became an 
independent investigator.  I had a little office, very small.  We moved from the 
laboratory. 

 
Nowadays research is done much more in teams, and depending upon the 
investigator, the investigator, depending on the size of the team, may interact with 
some of the fellows maybe only once a week, very different than the kind of 
everyday experience I had.  So that’s changed.  It’s much more team science and 
maybe having a hierarchy of postdoctoral fellows, senior postdoctoral fellows, 
having staff scientists who are supervising the younger trainees and so on.  I 
mean, that’s been true at the NIH and it certainly is true in academia. 
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Again, when I was with John Singer, there were one other postdoc, a techn
and myself, and we saw John every day, talked every day, had lunch every day, 
and so on.  That’s no longer true, and particul.  I must say in 

the institute in which I grew up, in quotes, the “Arthritis Institute,” the tradition 
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affected by it, but it wasn’t the most prominent public health problem by any 
means. 
 
But intramurally we really don’t feel that very much at all.  So apparently that is 
changing a little bit, that there is a little bit more concern that people in the 
intramural program work on the mission of the institute.  As I was starting to say, 
I had that problem when the institutes were divided up, and one of the people who 
I very much wanted to keep within our new institute was an electron microscopist 
who worked on the detailed molecular structure of viruses. 
 
Some of the Boards of Scientific Counselors gave me a little grief on that.  They 
appreciated his work, it was magnificent work, but they said, “What’s the 
relationship of that to arthritis?”  Well, we tried to make the case that this was one 
area sort of where the light was where one could begin to understand how 
macromolecules interact with each another, which is one of the major difficult 
research challenges, and the fact that it happened to be on viruses for the moment 
meant that one could develop the techniques to study this, to begin to study 
macromolecular interactions on systems like I was studying in cell biology and so 
on.  So we were able to keep him, and he’s still in NIAMS.  So in that sense there 
was a little bit of pressure, and that may vary from institute to institute.  I don’t 
know enough about how true that still is. 

 
Williams:   So 90 percent of the funding is in the form of grants to extramurals. 
 
Metzger:   Yes, not just grants, but programmatic, various ways to the extramural, yes, some 

of which are individual grants, some of which are other mechanisms that are used. 
 
Williams:   What is the interplay between the intramural and the extramural— 
 
Metzger:   Interesting that you ask that.  At the moment, still very little.  In fact, there really 

is almost a dividing line between them in that, for example, surprisingly, never 
quite understood that, intramural people are rarely asked to serve on the panels 
that peer-review the grants, even though the people who are the least competitors 
are the extramural people, because it’s always been kept quite separate. 

 
The one area now that is being explored very actively is whether there is some 
way by which the unique clinical resources of the intramural program can be of 
service to the extramural program where it’s very difficult to do clinical research 
because of the expense of clinical research and they don’t have the mechanism 
that we have.  All the patients that we see here clinically get totally free care.  We 
don’t accept third-party payments.  They can’t do that on the outside.  In fact, 
when I was scientific director, we tried to do that in our own clinical program by 
trying to see whether we could recruit or identify somebody in the outside 
program who would be interested in using some of our clinical resources, the 
patients we could gather and so on and so forth.  That’s being actively pursued 
now.  There’s the possibility to interact with colleagues in the extramural 
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program, so that’s possible, and to some extent that goes on.  I’m sure that varies 
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laboratory of Immunology and NIAID.  He asked me whether I would be willing 
to serve as secretary-treasurer because at that time Sheldon Dray, who was an 
immunologist who had been secretary-treasurer who was at the NIH, moved to 
Illinois, and they needed somebody.  It’s an elected position for which there’s 
only one nominee, and so I said, “Sure, I’ll try it,” and that’s how I got involved 
with the organization. 

 
At that time, the organization was much smaller.  T
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Williams:   What about a growing dependence upon scientists from other countries?  Do we 
have our own supply sufficient for— 

 
Metzger:   No.  No, no, no, we don’t.  I think I’ve seen the number that half of the Ph.D.’s 

being trained nowadays are from other countries, and we are really lacking in that.  
On the other hand, we certainly have—I mean, I don’t think that’s necessarily a 
problem.  It’s nice to have people from other countries, other cultures. 

  
In the book club I belong to, we just read a book called—I think it’s called 
Exceptional People, which is very positive about the fact that we are a country of 
immigrants, because it’s been one of the great strengths of this country to have 
that kind of cultural diversity.  So I think as long as we have people who are 
willing to be trained here and also to stay here, I think is a good thing. 
  
Then I think we have a lot of things to offer the world so that even those people 
who we train here, the fact that they’re going to have a fairly intimate familiarity 
with the way things are done in the United States, I think is a good thing.  Some 
good things, some things we do well, and some of the things I’m interested in like 
organizations, I think we do very well in terms of how to organize our society.  
Other things we do less well. 

 
Williams:   What do scientists do to have fun? 
 
Metzger:   Oh, that varies. 
 
Williams:   What have been some of your outside pursuits? 
 
Metzger:   Outside pursuits.  Well, I was going to say some scientists have fun doing science 

and not much else, and that’s fine.  There are one or two scientists who are in 
their nineties who continue to work at the NIH—you mentioned Michael 
Heidelberger—and they like nothing more than doing their science.  There are 
others, many scientists, into music and spend much more time there. 

 
I do running, hiking, cooking, reading, so I don’t have another major hobby other 
than sort of a little bit the running, did some fairly serious running late in life, as 
my daughter is a physical fitness person, started me running.  So I started running 
when I was sixty-five, but I don’t do marathons anymore.  [laughs] 

 
Williams:   I was going to ask you about your children.  Have any of them followed in your 

footsteps? 
 
Metzger:   Not directly.  Our oldest son is a gerontological psychiatrist up in Boston.  The 

other son is a lawyer, litigation lawyer.  The third child is a physical fitness 
person.  So we have very good coverage in our old age.  [laughs] 
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Williams:   One thing I didn’t ask you about, and I don’t know whether you want to talk 




