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Multiple myeloma (MM) is a malignant lym-
phoproliferative disease, characterized by 

bone marrow infiltration by plasma cells, the presence 
of monoclonal immunoglobulin in serum and / or urine, 
and osteolytic bone lesions. According to the WHO clas-
sification, multiple myeloma (MM) refers to peripheral 
B-cell lymphoid tumors [1]. The disease was first char-
acterized in 1844 by S. Solly as softening of bones with 
bone marrow infiltration [2]. MM is the second most 
common among malignant hematologic processes after 
non-Hodgkin’s lymphomas. The median survival rate for 
this pathology is 3 years with the use of standard chemo-
therapy and 4-5 years with high-dose chemotherapy with 
auto-transplantation of SGС (stem hemopoetic cells). In 
most patients, after Iline therapy the relapse is developed, 
and their lifespan does not exceed 5 years from the time 
of diagnosis [8]. Despite the long-term study of MM, a 
good understanding of the pathogenetic mechanisms of 
the onset and course of the disease, this nosology remains 
incurable.

Objective: To evaluate the efficacy of the VD regi-
men (bortezomib + dexamethasone) in the first line of 
multiple myeloma therapy.

Materials and methods: The medical history and out-
patient cards of patients with newly diagnosed multiple 
myeloma (MM) II-III A and B stages by B. Durie and 
S. Salmon who received VD “bortezomib + dexametha-
sone” therapy at the department of hemoblastosis of of 
Kazakh Institute of oncology and radiology from 2012 to 
2017 were analyzed. The effectiveness of the VD scheme 
was evaluated in patients aged 40 to 81 years (median 59 
years) of which 21 (52.5%) women, 19 (47,5%) men, re-
spectively (Table 1).

Table 1. Characteristics of patients.
Number of patients 40 
Men (Male) 19 (47,5%)
Women 21 (52,5%)
Average age 59 (40-81)
II stage 17 (42,5%)
III stage 23 (57,5)
Plasma cells in the bone 
marrow

38,4 (от 15,2% до 51,8%)

Primary patients 40
Osteodestruction 25 (62,5)
Anemia of mild to moderate 
severity

17 (42,5)
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SUMMARY
In this paper, the efficacy of the VD scheme use in patients with newly diagnosed multiple myeloma for the period 2012-

2017, in the department of hemoblastoses of Kazakh Institute of oncology and radiology was evaluated. The effectiveness of 
treatment was assessed after 4-6 cycles of VD.

Objective: To evaluate the efficacy of the VD regimen (bortezomib + dexamethasone) in the first line of multiple myeloma 
therapy.

Methods. The study included 40 patients with newly diagnosed MM who received treatment according to the VD scheme 
in the department of hemoblastoses of of Kazakh Institute of oncology and radiology from 2012 to 2017. The median age was 
59 years (40-81 years).

Results. Using the VD scheme in patients with newly diagnosed MM, the overall response rate was 75%. 40.6% of patients 
complete remission was achieved, in 16.6% of patients was very good partial remission, in 43.3% of patients - partial remission. 
Progression of the disease on the therapy background according to the VD scheme occurred in 25% of patients. The median 
time to achieve complete remission was 4 months. The overall survival of patients was 28 months. The transferability of 
treatment according to the VD scheme was satisfactory regardless of the age of the patients. Among the side effects anemia 
(42.5), peripheral neuropathy (35.5%), asthenic syndrome (25%), dyspepsia syndrome (22.5%) were observed.

The conclusion. The VD scheme has a manageable and predictable toxic profile, is effective and plays an important role in 
MM therapy as a first line, and leads to a significant increase in the overall survival of patients compared to treatment methods 
without the use of proteasome inhibitors.
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According to the protocol, all patients received from 4 
to 8 cycles of PCT (primary chemotherapy) according to 
the VD scheme “bortezomib + dexamethasone” was ad-
ministered intravenously 1.3 mg / m2 on 1, 4, 8, 11 days, 
dexamethasone 20 mg /m2 i.v in 1-2, 4-5, 8-9, 11-12 days 
of the course. The course is repeated every 21 days. The 
interval between courses is 10 days.

The effectiveness of treatment was assessed using the 
criteria of EBMT [9] (Table 2). Complete remission (CR) 
was established in the absence of monoclonal immuno-
globulin in serum or urine, a decrease in the number of 
plasma cells in the bone marrow to a level of less than 5%, 
stable bone state and normal concentration of calcium in 
the blood serum.

Partial remission (PR) was defined as a decrease in 
serum M-protein concentration in excess of 50% and in 
urine more than 90%, stable bone status and normal serum 
calcium concentration.

Progression of the disease (relapse) was established at 
a 25% increase (or appearance) in the level of monoclonal 
immunoglobulin (in the serum - more than 10 g / l, in the 
urine - more than 200 mg / day), detection of new foci 
of destruction in the bones of the skeleton, occurrence of 
hypercalcemia.

Overall survival was defined as the time interval from 
the date of inclusion in the protocol of patients to death 
from any cause or until the date of the last visit of the pa-
tient.

Table 2. ECMT response criteria

CR. Complete 
remission

Less than 5% of plasma cells 
of normal morphology in the 
punctate of the bone marrow, 
received no earlier than one 
month after the completion of 
the course of therapy and the 
absence of monoclonal Ig in the 
blood serum and / or urine.

Close to CR 100% reduction in M-protein, 
but detectable highly sensitive 
immunofluorescence methods.

VGPR (very good par-
tial remission).

More than 90% decrease in 
paraprotein in serum or urine.

PR ≥50% decrease in serum immu-
noglobulin and / or> 90% de-
crease in Bence-Jones protein.

MR. Minimal response ≥25 a decrease in the level of 
monoclonal immunoglobulin in 
the serum, ≥50% of the Bence-
Jones protein in the urine.

Great response 75% reduction of M-protein, 
5% or less of plasma cells.

Stabilization of the 
process

Stabilization of the parameters 
of the disease (including the 
number and size of bone de-
struction), a moderate decrease 
in the level of monoclonal Ig in 
the serum and the Bence-Jones 
protein in urine, against at least 
3 cycles of chemotherapy.

Resistance No reduction in the serum of 
the monoclonal immunoglobu-
lin or Bence-Jones protein in 
the urine.

Progression of the 
disease

The appearance of a monoclo-
nal immunoglobulin, a 25% 
increase in its level, the appear-
ance of new foci of destruction 
in the skeleton or plasmacy-
toma.

Results and discussion: When using the VD scheme 
in patients with the newly diagnosed MM II-III A and B 
stage by B. Durie and S. Salmon a total response to thera-
py was obtained in 30 (75%) patients, of which 12 (40.6%) 
achieved complete remission of the disease, 5 (16.6%) had 
very good partial remission, 13 (43.3% ) had partial remis-
sion. In 10 (25%) patients, progression of the disease (in 
connection with the lack of effect on the VD scheme, a 
transition to the line of bortezomib-containing regimens 
of therapy was carried out). The average time to achieve 
complete remission was 4 months, and the average dura-
tion of remission was 12.6 months (Table 3).

Table 3. Results of application of the VD scheme in 
primary patients with multiple myeloma.

Criteria Therapy of 1st line
General response to therapy 30 (75%)
Complete remission 12 (40,6%)
Very good partial remission 5 (16,6%)
Partial remission 13 (43,3%)
Months until the remission is 
complete

4 months.

The duration of remission 
(months)

12,6 months

The use of the VD scheme in our study was accom-
panied by predictable and avoidable side effects. Among 
the side effects anemia (42.5), asthenic syndrome (25%), 
dyspeptic syndrome and peripheral neuropathy (35,5%) 
were observed.

Of the manifestations of non-hematological toxicity, 
the most frequently the peripheral neuropathy was ob-
served. Peripheral neuropathy was reversible within 3-4 
months after the appointment to patients with a long com-
plex of B vitamins (neuromultivitis, milgamma), thioctic 
acid (thiogamma, thiocytide), anticonvulsants, with neuro-
pathic pains (tebantin, pregabalin).
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The asthenic syndrome was more often observed dur-
ing the fi rst three cycles of therapy. Most patients, despite 
the appearance of fatigue and weakness, could continue 
treatment.

Table 4. Side effects in primary patients with multiple 
myeloma after VD.

Side effects Number of patients

Peripheral Neuropathy 13 (32,5%)

Anemia 16 (42,5%)

Asthenic syndrome (fatigue, 
weakness) 10 (25%)

Dyspeptic Syndrome 9 (22,5%)

Anemia was observed in 16 (42,5%) patients. In pa-
tients who had reached the PR or the PR, the hemoglobin 
level increased. There was a parallel decrease in the need 
for transfusion of erythrocyte mass, and by the 5th cycle of 
treatment it was not required for any patient who achieved 
an objective response. Patients often had anemia of mild to 
moderate severity, which did not require blood transfusion 
therapy, was corrected by the appointment of erythropoi-
etin. Also, 9 (22%) patients had dyspeptic syndrome.

Conclusion. The analysis of the obtained data shows 
high clinical effi cacy and fairly good tolerability of bort-
ezomib in combination with dexamethasone (VD scheme) 
as a program of choice in the fi rst line of MM therapy.

Among patients who received bortezomib + dexameth-
asone, the total response rate was 75%. 40.6% of patients 
achieved complete remission, 16.6% of patients had very 
good partial remission, and 43.3% of patients had partial 
remission. Progression of the disease on the background 
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Figure 1. Results of VD scheme application in primary patients with multiple myeloma.

Figure 2. Side effects in primary patients with multiple myeloma of those who received VD.
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of therapy according to the VD scheme occurred in 25% 
of patients. The number of cycles of VD before receiving 
complete remission averaged 4 months. The overall sur-
vival of patients was 28 months.

Thus, the data obtained by us correlates with the re-
sults of international studies on the treatment of multiple 
myeloma. In particular, in the study of SS Bessmeltsev 
et al., the effectiveness of the VD scheme in 72 patients 
with newly diagnosed MM was evaluated. Several hema-
tologic centers of the Russian Federation took part in this 
study [10]. The observation period for patients included 
in the study ranged from 3 to 49 months. GR (CR + PR), 
regardless of age, stage of disease and kidney function, 
was 54%, and taking into account the minimum response 
was 68%. In 12,5% of patients it was possible to receive 
CR and in 18% was almost CR. The PR was registered 
in 23.6% of patients. To obtain the CR, it took 5-8 cy-
cles of VD. Partial remission or a minimal response was 
often observed after 3-4 cycles of therapy. During the 
first year, 98.6% of patients remained under observation, 
the second - 95.8%, and the third - 90.3%. Median OS 
(overall survival) in patients with CR and PR was not 
achieved, and in individuals with a minimal response it 

was 21 months. Thus, most MM patients responded to 
VD therapy. Analysis of survival of patients showed that 
the median OS at a follow-up period of up to 49 months. 
was not achieved. After reaching the answer, the patients 
were prescribed consolidation cycles, and subsequently 
they were transferred to the supportive therapy bort-
ezomib + dexamethasone.

Data from large multicenter Phase II studies (SUM-
MIT (n = 193)) and Phase III (APEX (n = 669)) con-
firmed the high clinical efficacy of monotherapies with 
bortezomib in the treatment of patients with refractory 
/ relapsing forms of MM. The general response (GR) 
to therapy with bortezomib was 43%, complete remis-
sion (CR) was 6%. Median OS was 29.8 months. [11, 
12]. Even more effective was the use of bortezomib in 
combination therapy, in particular in combination with 
Dexamethasone, (the overall clinical response with this 
combination was more than 80%, complete remission 
(PR) - (40%), and median OS was 23.7%) [9, 10].

Thus, the VD scheme is an effective method of treat-
ment in patients with the newly identified MM. This 
scheme allows to achieve a complete response in most pa-
tients with MM.
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ТҮЙІНДІ

Бұл мақалада 2012-2017жж ҚазИОР-ның гемобластоз бөлімшесінде көптік миелома ауруы алғаш анықталған 
науқастарда VD схемасының эффективтілігі бағаланады. Аурудың эффективтілігі VD схемасының 4-6 циклынан соң 
бағаланды.

Зерттеудің мақсаты: Көптік миеломаның бірінші қатардағы емінде VD (бортезомиб + дексаметазон) схемасының 
эффективтілігін бағалау.

Әдістері. Зерттеуге 2012-2017жж ҚазИОР-ның гемобластоз бөлімшесінде көптік миелома ауруы алғаш анықталған, VD 
схемасымен ем қабылдаған 40 науқас енгізілді. Науқастардың жасының медианасы 59 жасты құрады (40-81 жас аралығы).

Нәтижелері. Көптік миелома ауруы алғаш анықталған науқастарда VD схемасын қабылдағанда, емге жалпы жауап 75%-
ды құрайды. 40,6% науқас толық ремиссияға жетті. 16,6 % науқаста - өте жақсы ішінара толық ремиссия, 43,3% науқастарда 
- ішінара ремиссияны құрады. VD схемасымен жүргізілген емнің фонында 25% науқаста аурудың асқынуы болды. Толық 
ремиссияға жеткенге дейін VD схемасының циклы орташа 4 айды құрады. Науқастардың жалпы өміршеңдік медианасы 28 
айды құрады. VD схемасымен жүргіліген ем науқастардың жас ерекшеліктеріне қарамастан емді көтеру қанағаттанарлық 
дәрежеде болды. Ем фoнында келесі жағымсыз әсерлер байқалды: анемия (42,5 %), перифериялық нейропатия (32,5 %), 
астениялық синдром (25%), диспепциялық синдром (22,5%).

Қорытынды. VD схемасы басқарылатын және емге көнетін токсикалық профилімен, көптік миеломаның бірінші 
қатардағы емінде маңызды орын алатын және емнің стандартты әдістерімен салыстырғанда жалпы өміршеңдікті ұзартатын 
эффективті ем болатынын көрсетті.  

Кілт сөздер: VD схемасы (бортезомиб + дексаметазон), көптік миелома, бірінші қатардағы ем, толық ремиссия, өте 
жақсы ішінара ремиссия, ішінара ремиссия, жалпы өміршеңдік, анемия, перифериялық нейропатия. 

АННОТАЦИЯ

В данной работе оценена эффективность применения схемы VD у пациентов с впервые диагностированной 
множественной миеломой за период 2012-2017 годы, в отделении гемобластозов КазНИИОиР. Эффективность лечения 
оценивалась после 4-6 циклов VD.

Цель исследования: Оценить эффективность схемы VD (бортезомиб + дексаметазон) в первой линии терапии 
множественной миеломы.

Методы. В исследование включено 40 пациентов с впервые диагностированной ММ, которые получили лечение по 
схеме VD в отделение гемобластозов КазНИИОиР с 2012 по 2017 гг. Медиана возраста составила 59 лет (40-81 год).

Результаты. При применении схемы VD у пациентов с впервые диагностированной ММ, показатель общего ответа 
составил 75%. У 40,6 % пациентов достигнута полная ремиссия, у 16,6 % пациентов – очень хорошая частичная ремиссия, 
у 43,3% пациентов - частичная ремиссия. Прогрессирование заболевания на фоне терапии по схеме VD произошло у 
25% пациентов. Медиана времени достижения полной ремиссии составила 4 месяца. Ме общей выживаемости больных 
составила 28 мес. Переносимость лечения по схеме VD была удовлетворительной вне зависимости от возраста пациентов. 
Среди побочных явлений наблюдались: анемия (42,5), периферическая нейропатия (35,5%), астенический синдром (25%), 
диспепсический синдром (22,5%).  

Заключение. Схема VD обладает управляемым и предсказуемым токсическим профилем, является эффективной 
и играющей важную роль в терапии ММ в качестве I линии, а также приводит к достоверному увеличению общей 
выживаемости пациентов по сравнению с методами терапии без применения ингибиторов протеосом.

Ключевые слова: схема VD (бортезомиб + дексаметазон), множественная миелома, терапия первой линии, полная 
ремиссия, частичная ремиссия, очень хорошая частичная ремиссия, общая выживаемость, анемия, периферическая 
нейропатия.


