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Preface

The biology and clinical use of bone marrow transplantation has progressed
remarkably over the past decade. More than 3000 individuals have now received
transplants at over 40 transplant centers throughout the world. In the 1970s our
concern was whether transplantation could reproducibly succeed in man. In the
1980s, it is clear that transplantation is an effective treatment of diseases such as
aplastic anemia, severe immune deficiency, and certain forms of leukemia.

What are the remaining challenges to investigators in this field? Having fur-
ther defined some of the important issues such as graft-versus-host disease, inter-
stitial pneumonia, and immune deficiency, we must develop innovative and
effective approaches to these problems. We also need to precisely identify those
individuals most likely to benefit from bone marrow transplantation, as well as to
consider how to expand transplantation to individuals who lack what is currently
considered a suitable donor. Finally, we need to consider new applications of bone
marrow transplantation such as the correction of genetic disorders and the treat-
ment of cancer.

There has been considerable progress in several of these areas in the three years
since the last UCLA Symposia on the biology of bone marrow transplantation.
This volume summarizes the proceedings of the UCLA Symposia Conference
“Recent Advances in Bone Marrow Transplantation” held in Park City, Utah, on
13-18 March 1983. At this symposium, we asked the participants to critically re-
view recent clinical data and to analyze, in depth, remaining problems and poten-
tial approaches to them. I hope this volume will serve as a comprehensive update
of the current state of bone marrow transplantation in man as well as a reference
point for future basic and clinical investigations.

Many individuals helped with the planning of this meeting. I am particularly
grateful to the members of the Scientific Advisory Committee, including Drs. B.
Chabner, R. Champlin, W. DeWys, J. Kersey, G. Santos, R. Storb, and E.D.
Thomas, and to the staff of the UCLA Symposia, S. Malone, R. Harwood, and
M. Malone.

Symposium proceedings rarely have a dedication. I should like to make an ex-
ception and dedicate this proceedings volume to our patients whose couragc and
trust is an inspiration to all of us and demands of us a maximum effort to find more
effective ways of helping them.
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[ wish to acknowledge the financial sponsorship for the meeting provided by
Adria Laboratories. Inc., American Pharmaseal, Burroughs Wellcome Company,
Janssen Pharmaceutica, Ortho Pharmaceutical Corporation, Pel-Freez Biologi-
cals, Sandoz, Inc.. Schering Corporation, Shell Oil Company, and The Upjohn

Company.
Robert Peter Gale, M.D., Ph.D.

Los Angeles, California and
Rehovot, Israel



Contents

Contmbutors . . .. .. M Al B R BB PR e R e N § G
Preface
RUBEIMT PRer GaIE . . . . vt e e e e oomo oo e mim e s

1. AFLASTIC ANFMIA

Allogencic Maurrow Transpiants for Treatment of Severe Aplastic
Anemia
R. Stord, R.F. Witherspoon, K.M. Suliivan, P, Stewart, J.E. Sanders,
G.E. Sele, B L. Prentice, J.A, Hansen. K. Doney, H.J. Deeg, R.A.

i, C.D. Buckner, F R. Appelbaum. and E.D. Thomas . .. ... ..

Critieat issues in Transpiants in Aplastic Anemia

GeOrge WL Bamlo8. & v v wow wm's m s 2y m e v ey s0s & 3 K B e @ e

Teta! Lymphoid Irradiation (TLI) as Part of the Conditioning Regimen
for Adiezeneic Bene Marrow Transplantation in Severe Aplastic
Anemaia
Stiman Siavin, Eila Nuparstek, Zeev Weshler, and Zvi Fuks
Treatuend Hf Severe Aplastic Anemia: A Comparison of Antithymocyte
Gizhalia Versus Allogoneic Bone Marrow Transplantation
Richard Champlin, Winston Ho, Drew J. Winston, Eliel Bayever,
Stephen A Feig, and Roberz PeterGale . . . . .. ... ... ...
Imusranisuppressive Therapy and Aplastic Anemia: Antilymphocyie
Globutin

Brace M. Zamilla L. L. L L s e e e e e e e e

Report of th2 Workshop on Anti-Thymocyte Globulin in Severe
Aplastic Ancmia

Fhans GIUICEIDEN . L o . o e e o e e e e e e e e e e e

. LEUKERM1A

Marrow Transshaniation for Acute Nonlymphocytic Leukemia
k. Donaall Thonias, Fred R. Appelbaum, C. Dean Buckner, Reginald
AL Ciift, 11, Jeachim Deeg, Alexander Fefer, Jean E. Sanders, Jaci:
Singer, Patricia Stewart, Keith M. Sullivan, Rainer Storb, and Rocer P.
WILErSDOON . . L o o e e e e e e e e e e e

1

21

51



x / Contents

Bone Marrow Transplantation in Leukemia: Critical Analysis and
Controlled Clinical Trials
Robert Peter Gale and Richard E. Chanwplin -+ . . . . . . . . ... . ... . 71

Is Bone Marrow Transplantation the Optimal Treatment for Acute
Myelogenous Leukemia?

Karl G.Blume . ... . .............
Are There Adults With Acute Myelogenous Leukemia for Whom Bone
Marrow Transplantation in First Complete Remission Is Optimal
Treatment?

Clara D. Bloomfield, Bruce A. Peterson. and David D. Hurd . . . ., . . 105

Bone Marrow Transplantation for Acute Lymiphoblastic Leukaemia —
The Westminster Hospital Experience
A.J. Barrett, J.R. Kendra, N. Saleem, S. Desai, D.V. Joss, R. Phiilips.
T.R. Rogers, S. Williamson, D.C.0. James, . Hugh-Jones,

and JR. Hobbs . . . . .. .. .. .. . .. ... 115
Marrow Transplantation in Childhood Acute Lymphob!lastic Leukemia
F. Leonard Johnson and Alvin M. Mauer . . . . . . . .. . ... 123

The Role of Bone Marrow Transplantatlon in the Treatment of Chronic
Myelogenous Leukemia
Richard Champlin, Ron Mitsuyasu, Robert Elashoff, and
RobeitPeler Gale . v o v 0 v'o v o S s ad s by wwswmsnd imimi: 141
Chronic Granulocytic Leukaemia Treated by Bone Marrow
Transplantation
J.M. Goldman, A.S.J. Baughan. A.M. Worsley, D.M. McCarthy
J.M. Hows, E.C. Gordon-Smith, D. Catovsky, and D.A.G. Galion cmun DY
Workshop Summary: Bone Marrow Transplantation in Chronic
Myeloid Leukemia -
Hans A. Messner and John M. Goldman . . . . . . . ... W ) . 187

118 lMMUNE AND GENETIC DISEASE

Bone Marrow Transplantatlon Lymphoid and Hematopoietic

Immunodeficiencies

Robertson Parkman, Joel M. Eappeport. Raif Geha, Fred S. Rosen. and

David G. Nathan . .. . .. ... ... ... ..... . 173
Bone Marrow Transplantation for Inherited Metabolic Dlsorders

E. Bayeverand S.A. Feig . . . . . .. _ . .. ... ... 185

IV. GRAFT-VERSUS-HOST 1} 5EASE — EXPERIMENTAL
STUDIES
Surface Markers of T C dl Causing Lethal Graft-Versns-Host Diseace

in Mice
R. Korngold and \'pr-;. L . 199



Contents / xi

Antibody-Ricin Conjugates: Purgative Reagents for Murine and
Human Allogeneic Bone Marrow Transplantation
D.A. Vallera, J.H. Kersey, R.R. Quinones, E.D. Zanjani, C.C.B.
Soderling, S.M. Azemove, T.W. LeBien, P.C.L. Beverley, R.C. Ash.
D.M. Neville,Jr.,and RJ. Youle . . . ... . ... .. ... ....... 209
In Vitro Generation of Cytotoxic Cells With Graft-Versus-Host
Specificity From the Blood of Patients With Graft-Versus-Host Disease.
These Effectors May Detect Minor Alloantigens on Leukemic Targets
From the Host
Giuliana R. Pierson and William L. Elkins . . . . . .. ... ... .... 223

Donor-Recipient Matching With the Mixed Lymphocyte-Epidermal Cell
Reaction
Mark R. Pittelkow, Alan R. Zinsmeister, and David Steinmuller . . . . . 227
Graft-Versus-Leukemia and Graft-Versus-Host Reactivity Following
Alloimmunization of MHC-Compatible Donor Mice
Robert L. Truitt, Chiu-Yang Shih, Donal A. Kaehler. Ann V. LeFever.
andMortimer M. Bortin . -« . c v v v o s a e v omw ve s wa s L. 243

Reactivity of Syngeneic and Allogeneic Grafted Cells Against Tumors

Philip D. Greenberg and Martin A. Cheever . . . . . . ... ... ... . 255
V. GRAFT-VERSUS-HOST DISEASE — STUDIES IN MAN
Prevention and Treatment of Human Acute Graft-Versus-Host Disease

John Kersey, Norma Ramsay, Daniel Vallera, Ralph Quinones,

Philip McGlave, and Alexandra Filipovich . . . ... ... ... ... . 283
Immunological Basis of Graft-Versus-Host Disease in Humans

Mang-So Tsoi, Rainer Storb, and E. Donnall Thomas . . . . . .. .. .. 291

Murine Monoclonal Anti-Human T Cell Antibodies for the Prevention
and Treatment of Graft-Versus-Host Disease
Paul J. Martin, John A. Hansen, Kathleen Remlinger.
Beverly Torok-Storb, Rainer Storb. and E. Donnall Thomas . . . . . . .. 313

Biology and Treatment of Chronic Graft-Versus-Host Disease

K.M. Sullivan, R. Storb, R. Witherspoon, H. Shulman, H.J. Deeg.

M. Schubert, K. Doney, F. Appelbaum, M-S. Tsoi. G. Sale. J. Sanders.

G. McDonald, and E.D. Thomas . . .. ... ... ............ 331
Pulmonary Function Changes in Long-Term Survivors of Allogeneic
Marrow Transplantation

Steven C. Springmeyer. Nancy Flournoy, Keith M. Sullivan,

Rainer Storb, and E. Donnall Thomas . . . . ... ... ... .. ..... 343
Use of Lectins in Bone Marrow Transplantation

Yair Reisner, Neena Kapoor, Shimon Pollack, Wilhelm Friedrich,

Dahlia Kirkpatrick, Brenda Shank. Ronald Csurny. Marilyn S. Pollack.,

Bo Dupont, Robert A. Good, and RichardJ. O’Reilly . . .. ... ... .. 355



