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Wyniki leczenia talidomidem chorych z oporng bgdz nawrotowa postacia
szpiczaka plazmocytowego — do$wiadczenia wlasne

INTRODUCTION

Multiple Myeloma (MM) is an incurable neoplastic disease of the haemopoietic
system and it constitutes approximately 10% of all blood neoplasms. The introduc-
tion in the recent years of high-dose chemotherapy assisted by grafting of peripheral
autologous stem cells has improved the effects of treatment, however, only few pa-
tients can achieve long-term remission or be cured.

Thalidomide (THA) (a derivative of a-N-phthalimidoglutarimide acid)
C13H10N204, is a drug which has recently been applied in the therapy for MM. It is
a sedative drug, introduced in the mid-50s and withdrawn from pharmacies all over
Europe in the late 60s due to its teratogenic effect on the fetus. The first reports on
the use thalidomide in the treatment of multiple myeloma appeared 2 years ago. It
was experimentally shown that thalidomide inhibits angiogenesis and causes apopto-
sis of newly created vessels, hence the interest in the drug for the therapy of neo-
plasms whose growth depends on creation of new vessels [6, 9, 10]. Multiple myeloma
belongs to diseases with significant vascularization and an increase in the concentra-
tion of cytokines stimulating angiogenesis such as vascular endothelial growth factor
(VEGF), basic fibroblastic growth factor (bFGF) [4, 14]). Recently studies have dem-
onstrated that THA has specific immunomodulatory properties affecting the secre-
tion of cytokines released by T lymphocytes (IL-18, IL-2, IL-6, IL-12 and TNF) whose
activity in MM is, according to many authors, the key mechanism accelarating the
development of the disease [7, 15, 16].

Therefore undertaking further extensive research on the efficacy of this drug in
multiple myeloma seems justified.
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MATERIALS AND METHODS

Thirty patients (14 women and 16 men) with relapsed or primarily refractory
multiple myeloma, disqualified from further chemotherapy have been treated with
thalidomide at the Department of Hematology of the University Medical School in
Lublin since March 1999. The study has been conducted according to the principles
of the Declaration of Helsinki, having acquired the permission of the Ethics Commit-
tee from the University School of Medicine in Lublin No. KE-0254/35/99, and in agree-
ment with S.TE.PS. programme (System for Thalidomide Education and Prescrib-
ing Safety) [20].

Class IgG myeloma was recognized in 24 patients, IgA in 5 patients and in one
case disease of light chains was recognized. The mean age of the treated patients was
62 years (39-77), the number of previously applied chemotherapy lines was 4 (2-6),
with the mean number of cycles — 16 (6-45), 2 patients had previously undergone
tandem auto PBSCT. In the treated group the mean 82 microglobulin concentration
was 4.28 mg/l (1.9-8.6), the mean creatinine concentration 1.1 mg/dl (0.7-2.4), the
percentage of plasmocytes in bone marrow 26% (10-57). The average time from di-
agnosis to the starting of the THA therapy was 38 months (6-144). Basic clinical data
are presented in Table 1.

The THA therapy started from a dose of 200 mg, administered orally in two sepa-
rate doses during the day. Then the dose was increased by 100 mg every seven days of
the therapy, reaching in the third week of the treatment 400 mg per day in two sepa-
rate doses (200 mg + 200 mg). All the patients qualified for the therapy were put
under clinical observation with a full profile of additional examinations performed
every 4 weeks and assessed according to the MTF criteria and with a monthly neuro-
logical examination. Moreover, the patients obtained written information about po-
tential risks and benefits of the therapy and gave informed written consent to under-
go the treatment.

RESULTS OF THE THERAPY

The results of THA treatment are presented in Table 2.

The first signs of improvement in clinical parameters, correlating with improve-
ment in disease activity parameters were observed as early as 4 weeks after the start-
ing of the therapy. Eighteen treated patients (60%) responded to the treatment. Ten
of them (33%) achieved clinical expressed by decline in the level of complete protein
together with a fraction of monoclonal protein by 50% in comparison with the value
before the THA therapy, and also by decline in the level of 82 microglobulin, LDH
and plasmocytes in bone marrow, also by over 50%. In this group, 4 patients (13%)
had a very good response to the treatment expressed by decline in the monoclonal
protein level by over 75% of the baseline value. In 2 of those patients (7%) complete
hematological remission (CR) was achieved. Moreover, a very good response to THA
was achieved in 1 patient [11], primarily resistant to several-line cytostatic therapy,
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Table 1. Clinical date of patients thalidomide treatment

Number Time from
Patient | Age/ | Type | Clinical cycles of diagnosisto | Beta2 Plazmo-
sex | MM stage | chemotherapy | THA therapy | micro- cytes
before THA (month) globulin
1 59M | IgG [III(3,Ad) 21 44 4,8 25
2 53M | IgG [ II(,ac) 10 19 3,3 24
3 TUK | Ig A | TII2,a,0) 18 31 8,5 26
4 47M | IgG | II(2,Ac) 29 81 4,0 13
S 73/K | IgG | IlI(3,B,c) 11 36 6,3 20
6 6l/K| IgG | I2,Ac) 28 68 3,6 29
7 SO/K | IgG | II(3,Ac) 37 69 2,0 10
8 69/K | IgG | II(2,Ac) 14 28 2,6 16
9 60M | IgG | 112, A) 24 38 3,2 19
10 |68M | IgG | III(3,B,c) 19 35 8.5 53
11 64/K | Ig A | 1II(3,A ) 18 23 42 50
12 |62M| IgG [ II(3,Ac) 18 41 25 15
13 |70M | Ig G [ III(3,Ac) 45 144 3.8 30
14 75/K | Ig G | III(2,Ac) 16 21 4,7 47
15 62/K | Ig G | II(3,Ac) 15 18 4.3 27
16 [63M| IgG | IlI(3,Bc) 6 6 2,9 10
17 |59M | IgG | 1I(3,Ac) 19 41 1,9 18
18 69/K | IgG | II(2,Ac) 14 64 43 13
19 | 73/K | Ig A |1lI(2,Ac) 14 25 3,7 28
20 | 63/K | IgG | II(2,a,0) 12 24 39 23
21 TJUK | IgG | 1I(2,Ac) 13 20 2,5 18
22 |49M | IgG | I(2,A0) 15 26 34 21
23 |7IM | IgG jII3,Ac) 12 20 3,6 25
24 1 63/K| IgG [III(3,A ) 20 50 5.3 4
25 [42M | 1gG | II(1,Ac) 13 22 3,0 15
26 [S2M | Ig A | 1II(2,Ad) 14 21 2,9 31
27 70K | IgG | II(2,Ac) 15 21 4,2 15
28 39/K | Ig A |1II(3,B,d) 10 24 8,6 27
29 (64M ] IgG |1II(3,A,d) 22 48 7.5 57
30 |69/M |L.chd|II3,Ac) 16 24 35 24
L.ch.d. — light chain disease
Table 2. Types of clinical response to thalidomide treatment
Therapy time | N | % of response 25-50% >50-75% >75%_NCR
To 6 months 14 7 (50%) 5 2 - -
6-9 months 8 4 (50%) - 2 2 D
9-12 months 8 7 (87,5%) 3 2 2 (1)
Total 30 18 (60%) 8 27%) 6 (20%) 4(13%) (7%)
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Figure 3. Percentage of plasmocytes in bone marrow during thalidomide treatment
(Z=3,516196; p=0,000438)

75
T SO

[ 1SE

65 O Mean

5.5

4,5

35

2,5

Before After Therapy

Figure 4. Concentration of 8,-microglobulin during thalidomide treatment (Z=2,191483;
p=0.028424)
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STRESZCZENIE

Talidomid (TAL) jest nowym lekiem o wtasciwo$ciach immunomodulacyjnych, ktérego petne
spektrum dziatania nie jest w petni poznane. Wyniki badai in vitro wskazujg, ze immunologcz-
ny efekt dziatania TAL jest cz¢Sciowo zalezny od jego hamujacego wplywu na sekrecj¢ wielu
cytokin produkowanych przez limfocyty T (IL-6, TNF, INFy) a takze poprzez modulowanie
ekspresji molekut adhezyjnych wptywajacych na procesy apoptozy. Talidomid jest takze inhibi-
torem angiogenezy. Terapig TAL obj¢to grupe 30 chorych z nawrotowa lub oporng postacia
szpiczaka plazmocytowego (MM — Multiple Myeloma). Pacjenci otrzymywali TAL doustnie w
dawce 200 mg na dobg, zwigkszajac ja o 100 mg tygodniowo do 400 mg na dobg od 3 tygodnia.
W grupie leczonych kliniczng odpowiedz na terapig, zgodnie z kryteriami Myeloma Task Force
uzyskano u 18 chorych (60%). U 10 z nich (33%) redukcja biatka monoklonalnego i odsetka
plazmocytéw w szpiku byta wicksza niz 50% a u dwéch chorych (7%) uzyskano prawie catko-
wita remisj¢ hematologiczna.



