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Results: Median days to 0.5 x lQl1 neutrophiVL was 9 (5-30) and to
20 x 109 plateleVL 11 (7-42). There were 2 toxic deaths (1.5%). Eleven
pis (8%) developed a PI: 9 pneumonias and 2 aspergillosis. Two had a
lymphoma and 9 a solid tumor. Two pts had positive blood cultures. one for
Pseudomonas alcaligenes and one for Staphylococcus epidermidis. both
catheter-associated. BAL was performed in 6 pts, 5 were negative and one
positive lor Aspergillus. Erythromycin was added to 5 pts, Cotrimoxazole to
2 pts and Amphotericin to 3 pts. The two aspergillosis were resolved. Only
one pt required mechanlCBl ventilation, no germens were isolated, and died
in the ICU.

Conclusions: 1. Pulmonary infections persist as a serious event in pts
submitted to HOC with PBSCT. 2. Overall and pulmonary infection mortality
In the PBSCT setting is lower than previously reported with autologous bone
marrow transplantation, probably due to a shorter period of neutropenia
and a more rapid immunological recovery. 3. An early agressive empirical
antibiotherapy is mandatory.
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Purpose: The comparative study of quantitative and qualitative alterations
of lymphocyte subsets during post-chemotherapy myelosuppression and
bone marrow regeneration induced by rhG-CSF

Methods: Fifty three cancer patients With more than grade 2
post-chemotherapy neutropenia and 10 normal blood donors were studied.
Whole peripheral blood was obtained during the nadir of neutrophils, ba•
lore the administration of rhG-CSF and alter bone marrow regeneration.
Lymphocyte subsets (T-, B-, and NK-cells) were evaluated by Indirect im•
munofluorescence; cell proliferation, was studied upon PHA·P or anti-eD3
moAb stimulation of whole blood cultures.

Results: The absolute lymphocyte number (ALN) of cancer pallents
was significantly lower during post-chemotherapy myelosuppression than
In normal blood donors (m ± SE: 819 ± 74 cellsldl vs 1601 ± 64 cellsldl;
p =0.001). Lymphopenia concerned the CD3+ (667 ± 61 cellsldl; p =
0.001), C04+ (375 ± 38 cellsldl; p =0.001); and C020+ (172 ± 24
cellsldl; p =0.001) but not the CDS+, or CD56+ (NK) cells. The ALN
was significantly higher dUring bone marrow regeneration (175 ± 156
cellsldl; p = 0.001) than dunng myelosuppression (1042 ± tal cellsldl). The
increase of lymphocytes concemed all studied lymphocyte subsets, as well
as cells bearing activation-associated molecUles (HLA-DR and C025). The
increase of C025+ cells concerned the CD4+ (p =0.001) but not the CD8+
cell SUbset. Eleven out 0153 (21%) patients displayed less than 400 CD4+
cellsldl during bone marrow regeneration. Spontaneous cell proliferation
and anti-CD3- but not PHA·P-induced cell proliferation were significantly
higher durrng bone marrow regeneration than durrng post-chemotherapy
myelosuppression. Moreover, during bone marrow regeneration, PHA-P
end anti·CD3 moAb lailed to enhance proliferation of peripheral blood
lymphocytes in 15 (60"10) of 25 and 11 (44%) of 25 patients respectively.

ConclusIons: Chemotherapy-induced myelosuppression is associated
with a significant lymphopenia but, in general, an active lymphopoiesis takes
place during bone marrow regeneration. However, a substantial number of
patients present important quantitative and qualitative abnormalities of T
cells during the regeneration of bone marrow suggesting an impaired
cell-mediated immunity In these patients.
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Combined therapy of amifostine and gemcltabine In
high-risk myelodysplastic syndromes

O. Sezer, G. Oingeldein, H.-G. Mergenthaler, K. Possinger. Med. Klinik II,
Universittitsklinikum Charite, Humboldt, Universltilt Berlin, Germany

Patients with myelodysplastic syndromes (MDS) have two major problems:
cytopenia and transformation in acute myeloid leukemia. In this context,
amifostine has been shown to promote in vitro lormation 01 hematopoietic
progenitors and induce hemalologic improvement.

Palients with refractory anemia with excess 01 blasts and some other
patients with either poor risk factors for survival or increased risk 01 translor•
mation in a myeloid leukemia are in need of cytotoxic therapy. Gemcitablne
is a novel deoxycytidine analogue with similarities, but also some diller•
ences to cytarabine, e.g. the so-called "masked chain termination" of the
DNA. Long-term infusions 01 gemcitabine result in higher intracellular con•
centrations of the active metabolite as compared to the standard application
over 30 min. We, therefore. initiated a phase I study in which we combine
weekly Infusions of gemcitab1ne over 6 hours with amifostine. A fixed dose
01 200 mg/m2 amilostine is given three limes a week. The starting dose 01
gemcitabine is 75 mg/m2 and will be escalated in 75 mg/m2 steps.

Progen~or cell cultures with and without amilostine and gerncitab1ne are
performed to examine the correlation of in vitro and in vivo ellects. Dillerent
scoring systems, histopathologic parameters, cytogenetic abnormalities,
and Immunophenotype will be presented to determine subgroups of patients
with dillerent probabilities 01 response.
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Antiblastic activity bifunctional platinum-6-mercaptopurin
and monoclonal antibody conjugate

V. Plotnikov. Virus Leuk. Depl., Lab. of Biomodels, Tomsk, Russia

Purpose: The purpose 01 the investigation is increasing antiblastic activ•
ity and redUCing toxicity of the cytostatic drugs. We have worked out a
new technology 01 obtaining immunoconlugates of promising platinum and
6-mercaptopurin complex (Pt-6-mp). As a carrier, in the given case, we
used monoclonal antibodies, speclllC to the K-562 human leukemic cells
antigens.

Methods: Platinum content in conjugate was established by means of
the neutron assay and chemical methods. Testing has been carried out in
vitro and In vivo.

Results: The immunoconjugate we developed have shown a higher
dose-dependent cytotoxic activity on leukemic target cells than that of the
initial Pt-6-mp complex and antibodies. A study 01 hematotoxiclty (BALBlc
mice model) of Pt-6·mp immunoconjugate revealed that the use of the
conjugate did not result In developing leucopenia (BALB/c mice model)
which testifies to their low hematoxlc ellect.

The data obtained can be 01 certain Interest in selectiVity schemes of
cytostatic therapy and leukemic bone marrow cells elimination
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purpose: Pulmonary Inlectlous (PI) are frequent and senous events In
the course of bone marrow transplantation. We analyze PI associated to
PBSCT which is a new technique 01 hematopoietic support.

Methods: One hundred and thirty two pts With lymphomas (6 pts) or solid
tumors (126 pts) were treated With HOC and PBSC. A minimum 01 2 x
10& CD34+ cellslKg was inlused with G-eSF 5 lIilrlKgld in 122 pts. All pts
received an antimicrobial prophylaxis with Ciprofloxacin 500 mg p.oJ12 h,
Acyclovir 200 mg p.oJ6 h, Itraconazole 200 mg/12 h and stayed in single
rooms with HEPA. Imipenem 500 mg/6 h was started when temperature was
>380 • II fever persisted Vancomycin 1 g/12 hand Amlkacln 7.5 mglKg/12
h were added after 2-3 and 5 days respectively. Amphotericin 1 mg/Kg/d
was started alter 7-6 days of lever. When a pneumonia was diagnosed,
pts received Imipenem, Vancomicin and Amikacin. Bronchoalveolar lavage
(BAL) was performed alter 48 h if there was no response and addition of new
antibiotic was evaluated: Erythromycin ± Cotrimoxazole ± Amphotencin.

422 PUBLICATION




