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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.

Obijective: 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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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 SGC (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.
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Materials and methods: The medical history and out-
patient cards of patients with newly diagnosed multiple
myeloma (MM) II-IIl 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%)

11T stage 23 (57.5)

Plasma cells in the bone 38,4 (ot 15,2% o 51,8%)
marrow

Primary patients 40
Osteodestruction 25 (62.5)

Anemia of mild to moderate] 17 (42,5)
severity
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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 / m? on 1, 4, 8, 11 days,
dexamethasone 20 mg /m? 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/, 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.

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

VGPR (very good par-
tial remission).

PR >50% decrease in serum immu-
noglobulin and / or> 90% de-

crease in Bence-Jones protein.

>25 a decrease in the level of
monoclonal immunoglobulin in
the serum, >50% of the Bence-
Jones protein in the urine.

MR. Minimal response

Great response 75% reduction of M-protein,

5% or less of plasma cells.
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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.

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

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.

Resistance

Progression of the
disease

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|4 months.
complete

The duration of
(months)

remission| 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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Figure 1. Results of VD scheme application in primary patients with multiple myeloma.

The asthenic syndrome was more often observed dur-
ing the first 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.

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 efficacy and fairly good tolerability of bort-
ezomib in combination with dexamethasone (VD scheme)
as a program of choice in the first 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

Side effects Number of patients
Peripheral Neuropathy 13 (32,5%)
Anemia 16 (42,5%)
Asthenic syndrome (fatigue, 10 (25%)
weakness)
Dyspeptic Syndrome 9 (22,5%)
100%
75%
50%
25%
0%

m dyspeptic syndrom
asthenic syndrom
B anemia

m perihperal neuropathy

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
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TYAIHAI

Bbyn makanaga 2012-2017xx Ka3MOP-HbiH remob6nacto3s 6GenimweciHhe KenTiK Muenoma aypybl anfall aHblKTanFaH
Haykactappa VD cxemacbiHblH 3ddekTuBTiniri 6aranaHagbl. AypyablH 3bdekTusTiniri VD cxemacbiHbiH 4-6 LMKNbIHAH COH,
GaranaHgbl.

3epTTeyaiH makcatbl: KenTik muenomaHbliH GipiHWwi KaTapparbl emiHge VD (6opTe3ommb + pekcameTa3oH) CXemacblHblH
abdekTMBTINIriH 6aFanay.

SpicTepi. 3epTTeyre 2012-2017xx Ka3/IOP-HbiH remobnacto3 6eniMiieciHfe KenTik M1esioMa aypybl anfall aHbikTanFaH, VD
cxemacbiMeH eM KabbingaraH 40 HayKac eHrisingi. HaykactapablH )acbiHbIH MefinaHacbl 59 »acTbl Kypagabl (40-81 »kac apanbifbi).

HaTmxkenepi. KenTik Mrnenoma aypybl anfall aHblKTanfaH Haykactapga VD cxemacbiH KabbliaaraHaa, eMre xanmnbl xkayan 75%-
Abl Kypangbl. 40,6% HayKac ToNblK pemmuccrara »keTTi. 16,6 % HayKacTa - eTe »aKCbl illiHapa ToNblK pemuccna, 43,3% HayKacTapaa
- iwiHapa pemuccnaHbl Kypaabl. VD cxemacbiMeH »KyprisinreH eMHiH poHbiHAa 25% HayKacTa aypyAblH acKblHybl 6ongbl. TONbIK
pemunccnara xeTkeHre aeniH VD cxemacbiHbIH LMKIbl OpTaLla 4 angbl Kypagbl. HayKkactapAblH »Kannbl eMipLieHAiK MearaHachl 28
angbl Kypagbl. VD cxemacbiMeH XyprinireH emM HayKacTapAblH Xac epeKkLuenikrepiHe KapamacTaH emii KeTepy KaHaraTTaHapblK
aapexepne 6ongbl. EM GoHbIHAA Keneci XafFbiMcbI3 acepnep 6arkangbl: aHemua (42,5 %), nepudepuansik Hernponatua (32,5 %),
ACTEHUANDBIK CUHAPOM (25%), Ancnenuymanblk CUHEPOM (22,5%).

KopbITblHAbl. VD cxemacbl 6ackapbifiaTbiH XX9HEe emMre KeHeTiH TOKCMKanblK npoduiiMeH, KenTik muesioMaHblH GipiHLi
KaTapAafbl eMiHAE MaHbI3[bl OPbIH aNlaTblH XK9HE eMHiH CTaHAAPTTbl 94ICTEPIMEH CanbICTbIPFaHAA *Kanrbl ©MipLIEeHAIKTI y3apTaTbiH
3¢ deKTMBTI eM 6onaTbIHbIH KOPCETTi.

KinT cespep: VD cxemachl (bopTe3omunb + fekcameTasoH), KenTik Muenoma, 6ipiHLWi KaTaphafbl em, TONbIK PeMUCcus, eTe
MaKCbl iLiHapa pemMrccns, iiHapa pemMrnccua, Xanmnbl emipLueHik, aHeMus, nepudepuanbik HemponaTus.

AHHOTALUMA

B paHHol paboTe oueHeHa 3¢PeKTMBHOCTb MpuMeHeHWA cxembl VD y nmaumeHTOB C BrepBble AMArHOCTUPOBAHHON
MHOKeCTBEHHOWN MUenioMon 3a nepuog 2012-2017 ropapbl, B otaeneHun remob6nacto3os KasHUMOWP. SddeKkTMBHOCTL NeyeHuna
oueHuBanacb nocne 4-6 unknos VD.

Llenb uccnegoanus: OueHnTb 3PpdeKTUBHOCTb cxembl VD (bopTe3omnb + JeKcameTa3oH) B MEpBON NIMHUKU Tepanuu
MHOeCTBEHHOW MUENOMbI.

MeTogbl. B uccnegoBaHue BknoueHo 40 nauMeHTOB C BepBble AnarHOCTMpoBaHHON MM, KoTopble nonyunnu neyeHve no
cxeme VD B otgeneHne remobnactosoB Kas3HMMOUP ¢ 2012 no 2017 rr. MegmaHa Bo3pacTa coctaBuna 59 net (40-81 rog).

PesynbTtaTthl. Mpy npmeHeHnn cxembl VD y NauMeHTOB C BNepBble AMarHocTupoBaHHo MM, nokasatenb obuiero oteeTa
cocTasun 75%. Y 40,6 % naumeHTOB JOCTUIHYTa NONHaA pemnccusa, y 16,6 % naumeHToB — OYEHb XOPOoLUadA YacTMYHaA PeMUccus,
y 43,3% nauneHTOB - YacTMyHasa pemuccus. MporpeccrpoBaHmne 3aboneBaHus Ha GoHe Tepanuu no cxeme VD npowusowsno y
25% naumeHToB. MefiaHa BpemMeHU JOCTUKEHUS MOJTHOM PEMUCCUN COCTaBUNa 4 mecsAla. Me obLueil BbIXXMBAEMOCTU GONMbHbBIX
cocTaBuna 28 mec. lMepeHoCcUMocCTb iedeHus no cxeme VD 6binia yAOBNETBOPUTENbHOW BHE 3aBUCMMOCTY OT BO3PacTa NaLMeHTOB.
Cpeau NoboYHbIX ABNEHWI Habnoaanncb: aHemus (42,5), nepudepryeckas HerponaTusa (35,5%), acTeHnYecKnini CUHAPoOM (25%),
ANCNEencnYecknii CUHAPOM (22,5%).

3akntoyeHre. Cxema VD obnapaet ynpasniseMbiM U NpefcKasyembiM TOKCMYeCcKuM npodwunem, asnaetca 3GpdeKTuBHON
U Urparolein BaxHylo ponb B Tepanum MM B KauectBe | IMHMK, a Takke NPUBOAWT K [OCTOBEPHOMY YBENMYEHUO obLieit
BbIKMBAEMOCTU NaLMEHTOB MO CPaBHEHUIO C METOAAMY Tepanuy 6e3 NPYMEHEHUA MHIMOUTOPOB NPOTEOCOM.

KnioueBble cnoBa: cxema VD (6opTe3omnb + AeKcameTa3oH), MHOXXeCTBEHHAs MVENoMa, Tepanusa nepBoi MHWK, NOJHas
pemMmnccus, YacTuyHasi PeMUCCrs, OYEHb XOPOLLIAs YacTUYHas pemMmuccusi, oblas BbPKMBAEMOCTb, aHeMus, nepudepudeckas
HerponaTua.
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