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MAINTENANCE lOW·DOSE (lO) OllAl IDARUBI(lN (oIDAI IN ELDERLY PATIENTS (PIs) WITH ACUTE
MYElOCENEOUS LEUKEMIA lAMll
~ F. Porretto",A. Creticim.Jnno*, V. Polin;", F. Bundl'",A. P.Ui·", R. Perricone·,A. CiljolZO~.

.. Dept. of HiJem.toJ0lyl'MT Unit. Uni~rs;1y of '.rmo, /laly. " .. n..rm«N &: Upjoh".

IDA by i.v. route. especially in combination with cytosine arabinoside (Ara-Cl. proved
quite effective for intensive chemotherapy of AMl However, persisting confroversies on
aggressive/intensive versus "ollenvoted" regimens for elderly AMl pts emphasize the interest of
aiDA in this lalter selting (et M.R. Howard 81 01.. and M.J. Kealing. Clin. Drug Invest 1995; 9. Suppl. 2:
16-381·

A 69% complete response feR) rate was recently reported (f. Leoni sf 01.. 8r. J. Hoematol
1995; 90: 169-17-4) among 25 elderly AMl pts I > 60~ old} with an "attenuated" dose of IDA, Le. 8
mg/m2 Lv. d, 1. 3, and 5. plus Ara-C 200 mg/m2 by continuous Lv. infusion (elVl d, 1-7, and etoposide
jVP-16) 60 mg/m2 Lv. d, 1-5. The areas under the curve lAuq of plasma concentrations/time of both
unchanged IDA and of its uniquely active 13-0H metoboute, Idarubicinol (IDAcl). in a group of 8
elderly recipients of IDA 8 mg/m2 were closely comparable to those recorded in 9 younger AML pts
trealed with standard-dose IDA (12 mg/m2). ImpOrtantly, due to first-pass liver metabolism. the yield
of IDAol wilh aiDA is about twofold that achieved with Lv. admini$tration.

We (Musso et 01.. Eur. J. Cancer 199-4; 30. Suppl. 1: 537) reported 4 CR and 4 CR out of 11
evaluable elderly (age Tonge 67 1081 yean) AMl pts with on "attenuated" regimen of olDA 20
mg/m2 daily d. 1-3 q)..4 wlc:s.

Subsequently, based on the assumption Ihat sustained. chronic eXpOsure to LD-oIDA
could control minimal residual disease jMRD), possibly via cell-differentiating and/of apoptogenic
stimuli. we enrolled ten previous responders to standard induction chemotherapy for AML (IDA 8
mg/m2 i.v. d. 1-3. YP-16 100 mg/m2 d. 1-3 Lv., and Ara-C 100 mg/m2 d. 1-5 CIVl to receive
maintenance olDA 5 mg da~y d. 1-14 at 2-wlc: intervals for at least 6 months.

Long-term LD-olDA was well tolerated. Dose·fimiting myelosuppression was modest. with
leukocyte (WBe) and platelet lPlT) nadirs ~ 500 and SO.OOOx 10'/1, respectively, and without any
infectious complications. Nonhemotological toxicities were also acceptable: nausea/vomiting
easily managed. no recorded diarrhea Of mucositis. The convenience or oral administration
conlributed to excellent comp~ance. Plasma IDA and IDAol were monitored during the lreatment.
In conclusion. long-term LD·oIDA would appear valuable as a maintenance regimen.
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Ondob' Kayis Uni""ily PacnIlI 01 Kedieine, S.."n and Oa"ll"p[
Uni'leraity FitCultr of Hcrlicinc 1 Ankara, Turley

Pr:'lrealucnl pru~nostic 'faclorll were ~ ... alualed ill 17) ~Jtil~nls ¥ilh acule
.yeloid leoieoi, IIKI) and 73 p,lietls ,ilh acule ly.pllObl"li, l,uicoia
IALLl follo"d bet",,, 1980 and 1990. The effed' o[ fadors 10 su"i,,1
were analysed by lo!·rani 1,,1, In IMI ca,e" patienls belween 17-11
years .!e, 'bo we" sYlplouti, [0[ 1,,, lb •• 2 lontb9, ,itb blasl cell'
less than 001 in pr.ripheral hlood ,.ear, ,ilhool i.fedion, 101lO'cd
tet"" 198\-1990 li"d lon!c< Ip(O.O\l. In ILL cases, patients ,ilhool
Inlection and b"o!lobin "Iu" "rr. lban 7!r!dl lived lon!er (p(o.O\),
In both lootemias patient, 'ho achie"d cOlplele "oi"ion (CR) ,ilh
t"',llenl lived lon!er tban p.tienl, ,itbonl CR Ip(O.OI),
Padors thai oay b' ioportant in CR were evaluated by oullinr;ale
[I'!,,,,ion analy,es, In lKL case" a!", [011 .. up period, .hile hlood
,,11 counl (VBC), and 'l.ploa, dutation were foond ilpo<lanl in acbi"in!
CR (FUOo, p:O,OI9, p:U71, and p:O,2il, resped;vely). In ILL cam,
at'·. fall .. op period, Blast peree.1 in peripberal blood '>ear, IBC, dOd
plalelet counl were found ioportanl for CR Ip:0,011, p:0,OJ8, p:O,071,
p:O.l\~ and p:O,I92, respectively). In "ndusion, " decided lb.1 SOle

yrelr~Jt:l('nt flietors were ilportant both in survival and CR in acute
leuk::lIia patienl:L
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MODIFIED CIMOPP·NEBV IN HD PATIENTS
PluzaiJska A., Chmielowska E., Stefaniak P., Zambrano O.
Chemotherapy Dept., Medical University ofLOdi, Poland

Eighty eight consecutive pts with advanced HD were treated in
1990-1994 according to a seven drug regimen (modified MOPP­
AEBV, 2nd inj, on 15th instead of 8th day). Clinical data: M-42, F­
46, age 17-60 (av. 38). Clinical stage II (with worse prognostic
factors)-42 (52,5%) pts, III- 26 (32,5%) and IV ·12 (15%), B
symptoms - 54 (67,2%) pts, Results were evaluated in 84 pts
according to commonly accepted criteria,
After 3-6 cycles ofCHT we observed CR in 63 (78,8%) pts, PR in
10 (12,5%) pts, NR in 7 (8,8%) pts. CR occured in 38 (94%) pts
with stage II ofHD and 25 (65,8%) pts with stage III-IV of the
disease. Patients without CR after 3-4 cycles were treated according
to another schemes,
Hematologic side effects: anemia, leukopenia and trombopenia III­
IV were observed respectively after 0, 9 and 1 in 422 cycles of
CHT.
53 pts among 63 from the CR group are still in CR. DFS in this
group is 6-69 months (av. 32 mths), Overall survival for all pts is
489 months (av, 30 mths),
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IDARUBICIN vs MITOXANTRONE IN A CONTINOUS-INFUSION
CYCLOPHOSPHAMIDE PLUS DEXAMETHASONE REGIMEN FOR
ADYANCED REFRACTORY MYELOMA
~ S.CioIli, F.Leoni, C.Mammi, A.Pascarella, F.Salti, R.Caporale, P.Rossi
Ferrini. Department ofHematology, 50134 Florence, Italy
In the aim of increase the response rate, we replaced VM·26 with idarubicin
(IDA) or mitoxanlrone (MITOX) in a salvage regimen consisting of
cyclophosphamide (CY) by continous iv infusion plus dexamethasone (DEX),
previously reported by us as active in advanced refractory myeloma. 23 pts were
randomly assigned to receive monthly courses of 6 mglmq/d iv IDA (no pts 12)
or MITOX (no pts II) on days 1-2, CY 200 mglmq and DEX 40 mg iv from day
I to 7. Eight were primary refractory to MP therapy, 15 were relapsed and
refractory to salvage regimens (VAD, YMCP). Median age was 60 yrs (48-70),
months from diagnosis 33 (3-140). Four pts were stage II, 19 stage III, 4 had B
condition (D & S). 14 were IgG, 7 IgA, 2 BJ. RESULTS: a total of 79 courses
were delivered. The response was evaluated after 2-3 courses. Overall, 13 pts
(57%) were responders, achieving> 30% redul:tion of the M component; 7 (30%)
were non responders and 3 (13%) died early (2 pulmonary edema,1 cerebral
hemorrhage). All pts experienced transient leukopenia (median 0.9 WBC),
promptly recovered after G-CSF, None had to delay the next course due to
leukopenia. Extrahematological toxicity consisted mainly of infections, with
gram-positive pneumonia in 4 pts. One pI, although responder, was taken off the
study after I cycle for severe arythmia. In conclusion, preliminary results suggest
that this regimen is effective and feasible with acceptable toxicity. The study is
ongoing, a longer follow-up is required to asses the impact on survival.
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IMMUNE PROFILE IN CHRONIC LYMPHOCY11C LEUKEMIA

~ B ~Ihin, s!;ctinor
V,",=VI Univenity, FIOUIly ofmcdi<inc, Dept ofOnooloiY ADANAffURKEY
lnvnWIC profil. ill 29 ... with ohronic Iymphooytlo leubmia (CLL) IIld I .... with Ricbtets

Syl1dromo _ evllUllOd IIld comporod wilh od>or flIOIIIOIlic ponmeIcn incIlidini _ .1IIge,

o'lIlllORlClllY, hemaIocriI, WBC oount, p11/o1e1, bono _ Involvement poaem, IClUIIIllbumin IIId
globulin profil. IIld __ to lbonrpy, MonocIonIIIIIIillody _I Inclllllo<l CD2, cm, CD4, CDS,

C07, CDS, COlO, CDllb, CDI3, C0I4, CD19, CD20, CD22, CD23 IIld CD33. Surlico IIIlis.nic
exp",ssions wen:. follows: CO2; in S of 16 ... (31%), CD3; in2 of 23 ... (9%), CD4; in 2 ofl6

cases (13%~ CDS; in 24 of27 ... (S9%~CD7; in II of 26 ... (42%), COl; in I of 17 ... (6%),
COW; in I of24 ... (4%-wbo _ the cae ofRIchter'. Syndrome), CDllb; in none of the II .....,

CDI3; in 10 of 19 CIICS (53%~ CDI4; in none of 12 CIICS, CD19; in 27 of29 cues (93%), CD20; in 5
of IS CISCS (33%), CD22; In 5 of S ... (63%) IIId CD33; in I of IScues (6%), Betwoen .urIico

IIlUJlClIic .xJlfC5Sl_ CO2 IIId CD7 _10m ""'" auoolalcd wilh hiP lIoqucncy of CDS
negatlvity IS 00IlIpII0d OISCI not cxpressiJ18 lheIO 1IIli..... WM> 00IlIpII0d IIlIipnIc .xp....ions IIld

with od>or _ten, " bas been found lbII: CO2 exprossioa w. associIIcd wilh lowor WBC coun~

lower incidence of Ihrombocytopcniallld 'Illenomoply IIld IIip sJobulin VII... IIId hiaJlor Incidence
of thrombocytopenia ond lIdvanced ..... disease. CD4 ex_ion w. IISSOCI_ with poorer response to

th"""y. CD7 WIS lISSOCialed with hip incidence ofhep_p1y, COl WIS lISSOCiated with lower Het

value. COl 3 .xp....ion wUlISSOCi8led with higher WBC countllld mo'" odv....d staae diseIse. CDI9
was associated with low risk ofhepatomcply, CD20 wu lISSOCi_ with low risk oflymphadenoplllhy.

C022 was usociated with lower incidence ofhepatomogaly and well ""ponse to therapy,
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ORAL IOAl.UIICIN (01~ IN ElDERLY 'ATllNTS~ WITH
ACUTE MYnOGENOUS LEUKEMIA (AMi): AN Of'I'ORTUNllY 1
f,CA._f.~~_IUIaI-_"·_

IDA. besldes Itl uAQUIi pecvlarity or oral os wei os l.v. odmIrWtrotion. exhibits Intngulng potentials lor (portiaUyI
",,,ertlngPgpJ~I_ MuIIlrug _once (MOR), ospodaIy _ant In hemolologlccl molgnandes. as
well as for I<IIrG~_ bene monow pNCUIOIS. poooI)ly "*' -...o1lCIn 01 apopt""', C"""",""
10 tv. IDA. oIDA yIeIdIa twofoIdomount 01 Its unll:tUelv eIfec:1IVe OH-13 rnetoboIt•. 10"'01. equolyocttve and
myebtoxlc os the ~t lOA. Thus. arthough (1)'" eonnot be mearingfufV Introduced In intensive
chemottwapy (cY), It was~ for eIdetIy ph \IlMh AML Conventlonallv. ph ov. 60 ae eonsIdered os
_. and o-dthoy had _ CR and I"lghOO' ""'" _ .....~ 10 _ adults. oven ff

recent reports ."phatIII 1he f'lMd for rIsk-aetus1ed treatment. tailored to the bioklgIcCIl rather thanc__ oIlhelrdYld\.<>lpb,

Based on doto from tJ10IIln

> 65yn.
u
>65>jQ. OIOA2Ch3d J:1/3:l ., 25 I. 23
untreated s.c,
>65"". E!l' .. 1SJ25 60 30 • ""_'ed TA' 6 23 12 23 15

"-"<>, >60 ..... oIOA25.3d 8m 47 22 23 .49 lin
1991 _odJ N<><:,.c. ,...,ondenl

HeIg.l990 olOA3C)lo:3d './26 53 20 1. No'
LO AJo.C s.c. available

oIDA, both os a~t and as a component d My or parIlally oral combinations with eyfoslne
arabinoside (Aro..cl. etopolide (VP-161. ex 6-tI'ioguorht (6-TGJ. proved eff«:ttve. Howev« It should nol be
understood Of~ CT. on oecount of Ilgn/fk:anl rnyeIotolcIcIly, OrP{WOV precluding outpatient
treatm«\t lesptClaly at doses > 15 mg/mJ deity)( 3).Inde«t. cumulat4ld evidence appecn 10 suggest use of
hematopOIeKc support. Other, s1rIctIV InvestlQcdlonal~ en: IJ Induc:::t\on with cl'Yonic Iow-dose olOA
In pOCf-fbk ph. IA"IIlt for oggesstve/nl.-.lve CT, and 21 ..... of on oral regimen os postremlalon treatment
followlng a stondard "ln1en11ve" lv. CT..


