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QLJANTITATIYE 
DETECTION OF 

POLYMERASE CHAIN REACTION FOR EARLY 
IMPENDING RELAPSE AND FOR THE MONITORING OF 

REMISSION IN PATIENTS WITH CHRONIC MYELOID LEUKEMIA 
T.Lion’ T.He&, A.Gaiger2, H.Gadner’ -) 
1 CCRI, Kinderspitalgassc 6, A-1090 Wicn, Austria 
2 Department of Hematology, University of Vienna, Austria 

In patients with chronic my&id leukemia (CML) after chemotherapy or 
bone marrow transplantation (BMT), the early identification of individuals who 
have a high risk of relapse is a necessary prerequisite for determining the 
possible need of additional therapy. Application of the highly sensitive 
polymerase chain reactioo (PCR) to the detection of residual leukemic cells 
carrying the characteristic BCR/ABL rearrangement was shown to be of limited 
prognostic value, because a number of patients display residual rearranged cells 
for many years without progressing to relapse. We have therefore developed a 
quantitative PCR protocol which facilitates the monitoring of the proliferative 
activity of the residual neoplastic cells and we showed in patients after BMT that 
the detection of an expaoding neoplastic clone by quantitative PCR, which we 
termed “PCR relapse”, may precede clioical relapse by several months. The early 
identification of au incipient relapse provides a rationale for the timely initiation 
of treatment directed at the eradication of a small residual neoplastic clone. 
Moreover, OUT preliminary results obtained by quantitative PCR-analyses in 
CML patients under therapy with IPN suggest that the efficacy of treatment can 
be assessed and monitored at the sensitivity level of PCR, thus providing a 
potential basis for appropriate dosage adjustments. In addition to the early 
detection of impending relapse, quantitative PCR analyses in CML patients may 
be useful in the monitoring of the quality of remission. 
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LONG-TBRH CYTOCBNBTIC RSSPONSB TO IPN-a, MN-a POttOt'KD BY TN! ASSOCIATION NITN 
LDV-DOS6 ABA-C OR NIGH-DOSE CNBIIDTNKRAPI IN CNL PATIKNTS. 
Ciberati A.N., Perrajoli A., Caricchi P., Portaesi N.C., Venti C., Saglio C.* and 
Donti K. 
Perugia University and ‘llovara University, ITALY 
Forty-nine consecutive chronic phase CHL patients (11 N, 15 Fl, tiean age 18 yrs 
[zange 21-121 have been treated nith rIFU-s since 1986 at our institute; 26 newly 
diagnosed, 6 early phase (vithin 12 ronths of diagnosis] and 17 late lrore than 1 
yr on standard chemotherapy). Cytogenetic response vas documented in 21 of the 16 
patients who vere Ph’t. Tventy were followed up for sore than 1 yr lnedian 65, 
range 12-11 months). Therapy vas interrupted in the other patient for allogeneic 
8NT. Fifteen started therapy at diagnosis or in the early phase and 6 in the late 
phase. Five obtained conplete, 10 partial (35-95 \ negativity] and 6 rinor I( 35 \ 
negativity] cytogenetic response. Five of the complete responses vere in nevly 
diagnosed or early phase patients and one in a late phase patient. Response 
occurred vithin 12 ronths in It and within 18 months in 1 patients. Hedian 
response duration was 18 months [range 6-10). Bight I 19 patients who vere 
refractory to IFU-a (7 chronic phase, 1 blastic crisis) received high-dose 
cbenotherapy 151, IFN-a t low-dose ARA-C (2) OI natural IFN-a 111. Two achieved 
complete and 2 minor cytogenetic response II chronic phase, 1 blastic crisis). The 
present data indicate that residual nornal haenatopoiesis persists in CNL patients 
and that IPW-a favours its expansion. The 1 patients who obtained a second 
cytogenetic response are evidence that this say OCCUI Bore than once during the 
course of the disease vhen different, progressively sore intensive therapeutic 
regimens aze erployed. 
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THE POSSIBLE ADDISIONAL FGASON OF IMKUNODEFI- 
CIENCY IN SOME FORMS OF HEh’IOBI,ASTOSIS 
Gogichadze G. ,Dolidze T. ,Beniashvili D m , 
KatanSan N. 
Inst.iiaemat.Transf.,Tbilisi,Rep.Georgia 

The immunodeficiency(ID)always occurs 
in the forms of hemoblastosis when tumour 
substrate is represented by Qununocompetent 
cells( ICC ) ,e .g .in non Hodgkin s lymphomas and 
myelomas .The main reason of the ID development 
in these diseases certainly is the decrease of 
normal ICC counk by their mali.gnisation,but 
one should as well take into consideration 
o.ther processes promoting ID.Electronmicrosco- 
pio studies of the blood cells of 22 patients 
with lymphomas and 10 with myelomas constantly 
showed a certain count of polykaryocytes:multi- 
nuclear cellular structures formed by fusion 
of ICC.In particular the count of pol 

31 
karyocyt 

was 3-8% of the ICC total count.As po ykaryo- 
cytes are functionally unable and cannot proli- 
ferate we assume that their formation in these 
diseases may be considered as a process of ICC 
ellimination and accordingly as a possible ad- 
ditional reason for the development Of ID. 
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UAENATOLOCICAL, CYTOCENET[C AND NOLKCULAR RESPOESE [H CKL FAT:ENTS TREATEP 1::B 
RICH-DOSE CHENOTHERAPY AT DIAGNOSIS, IN TM ACCELERATED PHASB OR BLASTlC CiilSIS. 
hiberati A.H., Ferrajoli A., Peratzini S., Donti B., ‘Kraspera tl., ‘Arbrasetti A,, 
Grignani F., SSaglio C., ‘Perona C. 
perugia University, *Verona University and SNavara University 
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leven CNL patients vere treated vith a high-dose chemotherapy regisen of 6-8 
g/al ldarubicin Ill given for 1 ot 5 consecutive ddys, 600-1000 #g/s* Cytosine- 
rabinoside 

1 

[Ara-CI given for I OI 5 consecutive days and 100-150 rig/al Btaposide 
VP-161 fro1 days l-?-One to three cycles vere planned.One patient vas treated at 
iagnosis, 5 in late chronic phase, ? in accelerated phase and 2 in blastic 
risis.The 

f 

highest dose of all I agents vas administered during the 2nd and 3rd 
ycles.Tvo patients have received one, 4 tvo and 5 lhree cycles.Haetatological 
esponse vas coiplete in the patient treated at diagnosis, in 3/8 chronic- 

accelerated phase and in 112 blastic crisis patients; it vas partial in 5/8 
uhronic-accelerated phase patients.Cytogenetic response is still being evaluated 
in the patient treated at diagnosis.Tvo/t chronic-accelerated phase patients 
achieved complete sustained cytogenetic response after the 2nd cycle, 1 sinor 
transitory reponse [(I\, 38\, 121 Ph’ negative retaphasrs) after the 1st cycle. A 
patient had 61\ Ph’ negative peripheral blood aetephases after lhe 1st cycle. Onr 
patient in blastic crisis achieved partial (61\ negativity] cytoqenetic respow 
in the boneaarrov vhile peripheral blood CPIIS vere lOO\ negative.PCR revealed 
I)cr/abl transcript in 1001 Ph’ negative peripheral blood cells.The present dtil.4 
fsdicdlr that Ph’ negative cells are able to repopulate the bone ia~rov dftei 
high-dose chemotherapy even during late chronic phase, accelerated phaw and 
bldstic crisis -The soleculdr data shov that the chemotherapy schedule needs Lo be 
further intensified in order Lo obtain greater suppression of thr lrohdeai~ ~lrmt. 
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“AD-PECC REQIMEN IN THE TREATMENT OF ADVANCED STAQE MULTIPLE 
MYELOMA. 
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BUSULFAN-MELPHALAN CONDITIONING PRIOR TO 
BONE MARROW TRANSPLANTATION FOR POOR-RISK 
LEUKEMIA. Mehta J, Powles RL, Treleaven J, Milan S. 
Leukaemia Unit, Royal Marsden Hospital, Sutton, Surrey SM2 
5PT, UK. 

13 patients (7 male, 6 female) aged 17-49 years (median 32) 
underwent syngeneic (I), matched sibling (7) or matched 
unrelated donor (1) BMT, or autologous BMT (3) or peripheral 
blood stem cell transplant (1) for advanced poor-risk leukemia. 
The diagnoses were: Secondary AML in first CR (I), 
biphenotypic leukemia with severe marrow fibrosis (l), CML in 
blast crisis (2), relapsed CML after previous syngeneic BMT (l), 
ALL in first relapse (l), ALL in second relapse (4; 1 relapse 
after previous ABMT), ALL in third CR, AML in second CR 
(l), and AML in third relapse (1). The conditioning 
chemotherapy was busulfan (16 mg/kg) and melphalan (110 
mg/m’). 3 (23%) of the patients are alive disease-free 8-10 
months (median 9) after BMT. The causes of death were: relapse 
(3), acute GVHD (2), pneumonia (2), pneumococcal septicemia 
(I), renal failure (l), and sepsis (1). We conclude that busulfan- 
melphalan may be an effective preparative regimen for BMT and 
needs to be studied in standard risk patients. It may not be 
immunosuppressive enough to allow consistent engraftment of 
allogeneic marrow. 


