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Ah‘ract

Imatinib and nilotinib are first-line treatments for chronic
myeloid leukemia (CML) patients, which act specifically against
target cells. However, these drugs may cause side effects, such as
electrolyte disturbances. This literature review aimed to provide a
.;mparison of the effects of imatinib and nilotinib on blood
pol.sium and calcium levels. It also summarized their hypotheti-
cal mechanism. A comprehensive electronic search of the different
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databases was conducted using ‘chronic myeloid leukemia’, “tyro-
sine kinase inhibitors’, ‘imatinib’, ‘nilotinib’, ‘“potassium’,
‘calcium’, ‘electrolytes’ as keywords. This review used PubMed-
MEDLINE, Cochrane Library, and Google Scholar as the source
databases. Sixteen articles published from 2006 to 2020 were
reviewed. Changes in blood potassium levels range from
increased to decreased levels, while changes in blood calcium
levels range fmr.he lower normal values to below normal values
(hypocalcemia). Tyrosine kinase inhibitors (TKIs), including ima-
tinib and nilotinib, have a non-specific target, namely platelet-
derived growth factor receptor (PDGFR), which indirectly affects
blood potassium and calcium levels in CML patients. The clinical
manifestations of these changes vary from being visible only in
laboratory tests to displaying a variety of clinical signs and
symptoms.

Introduction

The Global Cancer Observatory (GCO) database from
International Agency for Research on Cancer (IARC) establishes
estimates for all malignancies worldwide. Leukemia was the 15"
most commonly diagnosed cancer and 11" main cause of cancer
death globally, according to the GCO database.! Chronic myeloid
leukemia (CML) accounts for about 15% of new adult leukemia
cases, with an incidence of 1-2 cases per 100,000 individuals;
while people under the age of 20 accounts for around 2.7% of all
new CML cases. CML is characterized by an excessive prolifera-
tion of myeloid tissues which usually affects men between 55 to
60 years old.2

Imatinib and nilotinib, which belong to the tyrosine kinase
inhibitor (TKI) class of drugs, are the first-line treatments for
CML patients. Imatinib is the first-generation TKI that acts specil-
ically on CML target cells; whereas nilotinib is a structural analog
of imatinib with an effect 20-50 times stronger than imatinib.*
However, these drugs can act outside the main target cells, through
non-selective inhibition of other tyrosine kinase receptors, causing
side effects such as blood electrolyte disturbances, nausea, vomit-
ing, and muscle spasm.*

Blood electrolyte disturbances that often occur in patients are
the decreased level of potassium and caleium, which cause clinical
manifestations such as weakness and muscle spasms.® These can
affect the patient’s quality of life, especially 1f TKIs are used fora
prolonged time. Therefore, it is necessary to consider the side
effects that may occur during the treatment when determining
which TKIs to use.

This literature review is aimed to provide an overview and
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identify the processes involved in causing changes in blood potas-
sium and calcium levels afier treatment with imatinib or nilotinib
and the clinical manifestations that may arise from these changes.

Sefh strategy

. A comprehensive electronic search of the different databases
was conducted using ‘chronic myeloid leukemia’, “tyrosine kinase
inhibilorb. ‘imatinib’, ‘nilotinib’, “potassium’, ‘calcium’, ‘elec-
trolytes’ as keywords. This review used PubMed-MEDLINE,
Cochrafd Library, and Google Scholar as the source databases.
Sixteen articles published from 2006 to 2020 were reviewed.

Tyrosine kinase inhibitors and their side effects in
patients with chronic myeloid leukemia

CML is a myeloproliferative neoplasm, characterized by the
fusion of the Abelson Murine leukemia (4BL/) gene on chromo-
some 9 with the Breakpoint Cluster Region (BCR) gene on chro-
mosome 22, producing the BCR-ABLI gene. This gene will acti-
vate the tyrosine kinase enzyme, which will increase the growth
and replication of myeloid cells until leukemia occurs. Until 2000,
treatments for CML patients were limited to nonspecific agents
such as IFN-u, busulfan, and hydroxyurea. These therapies were
developed before TKIs were discovered.”

TKIs act specifically on the tyrosine kinase receptor and inhib-
it the interaction between the BCR-ABLI gene and ATP
Consequently, the proliferation of myeloid cells does not occur
excessively. Furthermore, TKIs can improve the 10-year survival
rate from 20% to 80-90%, hence TKIs become the frontline treat-
ment for CML patients.? The first-line TKIs for CML patients are
imatinib and nilotinib. Imatinib is the first-generation TKI that acts
competitively by occupying the ATP-binding site of the BCR-
ABLI gene and causes inhibition of the phosphorylation process.
As the result, the process of proliferation is slowed. Imatinib also
targets C-kit tyrosine kinase and platelet-derived growth factor

receptor (PDGFR), as nonspecific targets. The standard dose of

imatinib for CML patients is 400 mg once daily. Meanwhile, nilo-
tinib, a second-generation TKI, is a structural analog of imatinib
with the affinity to the ATP-binding site of the BCR-ABL/ gene 30-
50 times stronger than imatinib. The dose of nilotinib for CML
patients is 300 mg twice daily.>® Most patients will have to contin-
ue taking these medications for life.®

CML has developed into a chronic condition that is also affect-
ed by age-related comorbidities, hence the clinicians should
improve their focus on the patient’s quality of life and attempt to
avoid long-term organ toxicity. The toxicity of a drug is reported
under the general heading of ‘*adverse events’ (AEs) which are
divided into two, namely hematological and non-hematological
AEs. Hematological AEs include symptoms such as neutropenia,
anemia, and thrombocytopenia. Meanwhile, non-hematological
AEs are divided into ‘side effects’ that affect tolerability and qual-

ity of life which result in treatment change in about 30% of

patients, and ‘complications’ that may affect the patient’s health

significantly resulting in treatment change in up to 15% of

patients.®

Information about the patient’s quality of life is important to be
assessed by clinicians. This information can be assessed objective-
ly through laboratory examinations or directly through patient’s
medical reports with regard to symptomatic toxicities, such as nau-
sea, fatigue, and muscle spasm.”

In general, imatinib and nilotinib have a good safety profile,
although the finding of grade 1/2 non-hematological side effects is
quite common.®? Nausea, vomiting, diarrhea, fluid retention,

fatigue, and muscle spasm are the most prevalent side effects of

imatinib treatment'’, whereas nilotinib treatment frequently results
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in an increase in cardiovascular events, particularly QT prolonga-
tion, and a skin rash.!!-12

One of the non-hematological side effects experienced by
CML patients taking imatinib or nilotinib is muscle spasm. Saglio
et al., ina phase 3 study evaluating the efficacy and safety of using
nilotinib as compared with imatinib in 846 CML patients, stated
that muscle spasm of all grades was reported more in patients treat-
ed with imatinib compared to nilotinib 300 mg and 400 mg (24%
vs 7%. and 6%).5 Furthermore, Hochhaus et al., who studied the
same population with 5 years of follow-up, reported that muscle
spasms of all grades were still found and most prevalent in patients
taking imatinib compared to nilotinib 300 mg and 400 mg (33.9%
vs 12.2% and 11.6%)."

Based on the two studies above, it can be concluded that mus-
cle spasm is more common in patients taking imatinib. This may
occur due to biochemical changes in patients, one of which is dis-
turbances in blood calcium levels. Other musculoskeletal symp-
toms that may be associated with this disorder are bone pain,
arthralgia, and myalgia.'

In the same study, Hochhaus et al. reported symptomatic QT
prolongation cases of all grades in 2.9% patients treated with ima-
tinib and 1.8% and 2.5% patients treated with nilotinib 300 mg and
400 mg, respectively. Syncope and seizures are among the symp-
toms reported; whereas other symptoms such as ventricular flutter,
ventricular fibrillation, ventricular tachycardia, torsade de pointes,
and sudden death are not reported."” Inhibition of the potassium
channel’s hERG subunit causes QT prolongation in the cardiac
organ. Any change in blood potassium levels, specifically
hypokalemia, can trigger this event. Nilotinib should be avoided in
those who have a long QT syndrome.'*'S A summary of literature
related to side effects of TKIs in CML patients is shown in Table
178 1L,13,1416,17,18

Considering that TKIs can be administered for a prolonged
time, low-level side effects can also affect the patient’s quality of
life. Therefore, when choosing the first treatment to be adminis-
tered, the clinician must consider the efficacy, tolerability, and tox-
icity of the drug.®'®

Effects of tyrosine kinase inhibitors on blood
potassium level

Imatinib and nilotinib, in addition to act on the main target cell,
namely the BCR-ABLI gene, also act on the PDGFR which may
cause kidney disorders and affect blood potassium levels. !
Marcolino et al. did a retrospective investigation in 100 CML in
chronic phase (CML-CP) patients, and Yilmaz et al. in 253 patients
with CML-CP treated with imatinib, reported the incidence of
acute kidney injury in 7 and 19 patients, respectively, with blood
potassium levels remain below the level considered for diagnostic
criteria of tumor lysis syndrome, hence it can be concluded that the
patient’s blood potassium level was not increased. The result of
this study also did not mention whether blood potassium levels
were within normal range or had decreased, thus the effect of ima-
tinib treatment on blood potassium levels in CML patients was less
known. 1920

In contrast to the above studies, a phase 3 study conducted by
Chuah et al., in comparison of the safety of dasatinib and imatinib
treatment in 260 patients with CML-CP in East Asian and non-East
Asian populations, reported the incidence of grade 3/4 decreased
blood potassium levels in 2 of 48 patients from the East Asian pop-
ulation and 4 of 210 patients from the non-East Asian population.?!

Moreover, Wang et al. completed a phase 3 trial which evalu-
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ated the efficacy and safety of using nilotinib as compared with
imatinib in 265 patients with CML-CP in China, reported the inci-
dence of decreased blood potassium levels of all grades was more
prevalent in patients treated with imatinib (50%) compared to nilo-
tinib (21.1%).%*

Meanwhile, Hasan et al. performed a prospective study in 30
nilotinib-treated CML patients reported an insignificant decrease
in blood potassium levels when compared to the healthy control
group. When comparing the blood potassium levels before and
after nilotinib treatment, there was also an insignificant decrease in
blood potassium levels.

The prospective study of Hochhaus et al. about the evaluation
of the efficacy and safety of nilotinib treatment in 1089 patients
with CML-CP reported changes in the patient’s blood potassium
levels which include an increase in blood potassium levels of all
grades (13.5%) and a decrease in blood potassium levels of all
grades (12.5%).2* A summary of literature on the effects of TKIs
on blood potassium levels in CML patients is shown in Table
2192021222324

Overall, the above discussion suggests that changes in blood
potassium levels can occur in CML patients treated with imatinib
or nilotinib. In imatinib treatment, blood potassium levels tend to
decrease; whereas, in nilotinib treatment, blood potassium levels
can increase or decrease. When the two TKIs were compared, the
decrease in blood potassium levels was more prevalent in imatinib-
treated patients; whereas patients treated with nilotinib had a high-
er rate of increased blood potassium levels. It is unclear what caus-
es changes in blood potassium levels due to imatinib and nilotinib
treatment, but there are several mechanisms associated with dam-
age to the kidneys that might be involved in these alterations.

The reabsorption process of chemical substances, including
potassium, in the renal tubules, is an active process that depends on
energy (ATP). ATP is produced from the mitochondria contained in
renal tubular cells, thus the demands of energy in the reabsorption
process is always guaranteed. ATP will be used by the Na"/K'-
ATPase pump to maintain the electrochemical gradient needed in
the potassium reabsorption process.”® Emadi ef al. in his experi-
mental study on imatinib-treated rats reported a disturbance in

mitochondrial membrane function which might be the result of
imatinib cellular toxicity, thereby reducing the production of

ATP

About 25% of blood from the total cardiac output will flow
from the heart to the kidneys. The blood flow of patients taking
imatinib and nilotinib contains the drugs’ metabolites. When these
metabolites are exposed to the cells along the renal tubules, the
cell’s sensitivity to injury will increase upon subsequent exposure
to nephrotoxic substances because the cells are located in a rela-
tively hypoxic environment, due to the high metabolic require-
ments associated with active solute transport by Na™/K*-ATPase
pumps. These metabolites will then be reabsorbed by renal tubular
cells through human organic anion transporter (HOAT) and human
organic cation transporter (HOCT) in peritubular capillaries.
Because of competition for apical secretory transporters and loss
of function mutations in these transporters, toxin excretion in the
urine is reduced. Meanwhile, the high accumulation of toxins in
lysosomes will be released into the cytoplasm of the cells and
results in mitochondrial injury and dysfunction of the phospholipid

membrane which eventually leads to apoptosis and necrosis of

proximal tubular cells.?®
Under normal conditions, injury to the renal tubules will
enhance the expression of PDGFR for renal tubular regeneration.

PDGF increases mesangial cell proliferation and the formation of

the extracellular matrix. However, PDGFR can be inhibited by
imatinib and nilotinib through an inhibitory effect outside the main
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target cells.'” Several studies have stated that imatinib inhibits the
tubulogenesis process (tubular regeneration) in the kidney through
the PDGFR/PDGFR axis after acute kidney injury, thus the number
of active tubular cells in the kidney is reduced. This will interfere
with the reabsorption of glomerular filtrate, including potassium.
The potassium that is not reabsorbed will be excreted into the urine
and 1 it occurs continuously, it can cause a decrease in blood
potassium levels. The reabsorption process will continue to be dis-
rupted as long as the regeneration of the renal tubules is inhibited
by imatinib.' 2"

Meanwhile, the consequence of nilotinib treatment on the kid-
ney organ is still unknown. Iyoda et al. who studied nilotinib in
people with chronic kidney disease stated that nilotinib has a pro-
tective effect on the kidneys, by attenuating kidney injury through
the reduction of upregulation of fibrosis-associated genes, such as
collagen type-I, fibronectin, and PDGF-f. Thus, the inhibition
effect of PDGFR by nilotinib is milder than imatinib. However, the
tubulogenesis process may remain disrupted after injury but with
less intensity.?” As a result, the reduction in blood potassium levels
is milder. The mechanism associated with an increase in blood
potassium levels in CML patients treated with imatinib and nilo-
tinib is still unknown.?’

The clinical manifestations of the decreased blood potassium
levels differ depending on the severity of the condition. The low
decrease may only be seen through laboratory tests, without signs
and symptoms; while a moderate decrease will cause mild signs
and symptoms, especially in the elderly and people with a history
of heart or kidney disease. Furthermore, a large decrease in blood
potassium levels may produce a variety of signs and symptoms
from muscle spasms to arrhythmias.”® Meanwhile, the clinical
manifestations of an increase in blood potassium levels are similar
to the those shown by the decrease in blood potassium levels.?®
Other factors that may affect blood potassium levels in CML
patients include a history of diabetes mellitus, hypertension, kid-
ney disorders, and the usage of drugs that might affect the potassi-
um levels such as potassium-sparing diuretics (e.g., spironolac-
tone), ACE inhibitors (e.g., lisinopril), and ARBs (e.g., valsar-
tan).2%%-*" These drugs will cause potassium retention, and even-
tually hyperkalemia.*? To date, hyperkalemia is reported as
adverse events of TKI treatment. There is a lack of study about
possible interaction between TKIs and the mentioned drugs above.
Figure 1 depicts the summary of the mechanism of the TKI influ-
ence on the blood potassium level.

Effect of tyrose kinase inhibitors on blood calcium
level

Besides working on the main target cell, namely the BCR-
ABLI gene, imatinib and nilotinib also acts on the PDGFR which
can affect blood calcium levels through alteration on calcium
metabolism.® A study by Berman et al. in 63 CML patients who
were treated with imatinib reported that these patients had low-nor-
mal blood caleium levels accompanied by low blood phosphate
levels when compared to the healthy control group.** The prospec-
tive study conducted by Hasan ef al. in 30 nilotinib-treated CML
patients reported a significant decrease in blood calcium levels
when compared to the healthy control group; whereas the compar-
ison of blood calcium levels before and after taking nilotinib also
showed a decrease, but not significantly. >

Furthermore, a phase 3 study conducted by Wang et al., evalu-
ating the efficacy and safety of using nilotinib as compared with
imatinib in 265 patients with CML-CP in China, reported that the

OPENanCCESS




WG ISEUL IS0 T, 5eyd HUGID U EWS NI PORAL IO ) T FIUINS] oA 0L TN o F (D SIS sEEug euear 1 Busn Y (107 90 52 oy ¢, Busnjoy

' 3Rl ut (340 siwated g pue

‘g apeasur (4g7) swaned ) 7 apei ul (s4gg) swuaned | ¢ Jo funsisuod
‘(agerer) sjuaned fp] U1 paumaoo sapesd [ Jo sjasa] wnissejod

[H00Jq U1 ASBAIIUT R ATIM 1§33 Wmissejod paseaidap ¢ apeid
Paduauadxa way) jo § 1t (3671) sjuaned 4] ul parinaao sapeis
(B0 s[asa| mnissejod poojq ur paseaidap y sjana] wmissejod

[H00]q U1 ASEIIN] LR PUB ASEAIIA] B PApN{UT SRy Aty

“s|asa) umissejod poojq ur safueyd sewm oIM jo auo

2TV 1 sjuaried ur SJuALRan) Al sy se

¢ 'SANI[EILLOUGE [ENWALION] [BIAAAS 1AM 3L, Jualeal qunou funmaoai g)-TiNo yim sjuated g1 qumoji jo £31es pue £eaiya 3] Jo uonenRsy 9107 ‘70 2 SHRqIR0H
(e g=d) faanadsai dnoid jonuoo e seajdoad fyyeay (g pue
oW (9] (FFF PUB §9°0F ¢ E 69079 F) 21am dnoif jonuod aw w pue “Jualea ) qUUIEL 0] 3suedsal ou 10 AUESISAI paouALIAdia quurofu Suiaoal sjuated
T (121]e '10]3q) qrujojIu 1M pajeal] sjuanjed ur jynsal ayj, fjsnowaid pey oym ‘qunoqiu yim pajean sjuaned 0 0 0 beajur saoueqimstp a3djonaja jo uonenjeyg 2S107 "0 3 uesel
"WIOAPUS SISA] 10UN] JO BUAIUI dSOUTEIP 10] PIAPISU0D S[3AI] L) MOJ3q
UBLIA] SUOTEIUA0N0 wnissejod pue e aun s juaned asay,
“Juatnealy quunoju fuisn asou wey) &nfur [euai ajnoe Jo
S A1y B Pey JUALIEa ) qIUIEW UO SJUTE] JUAIEaT) J1aY) o) “qIuro[ pasiadal sjuaned g1 | pue quIjew panadal sjuaned ge7 Juatneany [y, uinaoar sjuated 0 w ajel
] patejaa fanfur faupry anoe pey sjuared 4 ‘dn-mojjo) fuung ‘syuared [ 10) STy YIM palean alam JOFTIND Yim sjuaned gap UDIEI|T] TE[NIBWIOLT PajeWTSa Al Ul saguey) ¢1S107 1D 2 TR
ewafeyodiy /¢ apeid paouaniadsa way) fuowe ug'| a1aym
‘quunojiu yjm pajeal] suaned jo g 7 ul painaoo
sapeif e Jo enwayeyodiy ‘aquueapy enuajeyoddy g
apuif pasuaniada way) Fuowe a7 Aaym ‘sapeif e JUALLIEA] qIUIO|I Partadal sjuatjed Ff ] SEalayMm Juallea ] quuIjewI
10 (eruapeyoddy) sjasa| wnissejod poojq ur aseanap panaoal syuaned g¢] quunoju 10 qunew sdnoad juaunean) os ‘uonendod asaunyy e ur qrunew yis pareduod se
T © pasuatiadya quunewn s pajean sjuaned jo o5 10 3U0 0] PauTISse AJUIOPULI A13M JTIN) Y sjuaned 97 quurjopu jo £ajes pue £2011j3 ay) Jo uonenjery 5107 70 72 Sy
“dnoif quurjewt 3y uasam uonendod ueisy jseg-uou Ay wol
“(8451) syuaned (17 J0Ino fut pasinaoo uonemdod ueisy 1seg-uou A ur A2 S{enpuIpu 17 pue suone[ndod ueisy1eg woay sfenpuupul gp [ "(d0-0) aseyd auomp
wnissejod paseainap e seataym (47 ) sjuaned g 10100 7 alam .nonendod ueisy jseg-uou Aty woaj sjuaied 51 pue uonendod TND yim sjuatied pasouderp fima jo
uorjendod weisy sy Ay u sjasa) wnisselod ur asealnap e UBISY I57 a1y} woaj sjuaned (g o pajsisuod dnoad qunesep 2], uorendod-qns ueisy Jseg ur quunewo) paleduod
1 ape1d e paouanadxa Oy JuawIear] quuIew! uada sjuaneg QIR A0 QIUTESED IA1JIA 3AA031 0) Paznuopuel sjuated 416 qunesep jo £1ajes pue £3ean]a ay] Jo uonenjerg 1107 102 ety
31l VoAl IenIawoli
[aIBWLISA A1) U1 UOTINPa € PUE JUaLeal] ay) jo
“aWoIpus $15] 101 J0 BUID JSOUTEIP 10 PAIAPISUOD S[aA3] 3N Juarged iy s15120 158]q | pue ‘sjuaned iy aseyd pajerajaaoe UOTRIND U3AMAQ UONE|21 1] S8 [[3M $B
MO[3q PRUTEWAI SUOTIRAJUSOU0D WIS Sejod pue piae o) ‘sjuatged ;) aseyd atoaya ] Jo pajsIsuod 1M ‘sjuatged ;) pajeall-IUNELWI Ul AN[E] [BUAI
¥ mfur faupry ajnoe pey sjuated | ‘dn-nojjo] Furing ‘Jualljea ] quunew pagadal oym sjuaned T ¢01 oy pue £anfur f3upry ajnde J0 aduIPU] 1107 102 OUj0NEY

"ENUINNA| proja4w d1uoIyd s siuaned ul [pad] wnisseiod poojq Uo SI0IQIYUT ISEUD] AUIS0IL) JO 5192 Y 01 PAEPI WMERNT ‘7 IEL

[Oncology Reviews 2021; 15:547]

OPEN 8:’\((.‘!—155




decrease in blood calcium levels of all grades was more common
in patients taking imatinib compared to nilotinib (50.8% vs
34.6%).22

Matti et al conducted a cross-sectional study in 95 CML
patients who were divided into three groups, namely imatinib 400
mg, imatinib 600-800 mg, and nilotinib 800 mg, which aimed to
see long-term side effects on blood calcium levels by administer-
ing imatinib with the duration ranged between 1-134 months and
nilotinib between 2-23 months. This study showed a greater
decrease in blood calcium levels in the imatinib group than in the
nilotinib group, as well as an insignificant decrease in blood calei-
um levels in the imatinib group at different doses. ™

O’Sullivan et al. conducted a prospective study of 9 newly
diagnosed CML patients receiving imatinib treatment for 24
months and reported significant changes in blood calcium levels

e

Dagcpress
below baseline at 3 months after imatinib treatment. Furthermore,
there was no change from the third month to the eighteenth month
in blood calcium levels.** O'Sullivan et al. then conducted a cross-
sectional follow-up study in 10 CML patients who were treated
with nilotinib for 12-54 months and found that the patients’ mean
blood calcium levels were in the lower range of normal values.
However, it should be noted that these patients had previously
received imatinib treatment for 9 months *® A summary of litera-
ture on the effects of TKIs on blood caleium level in CML patients
is shown in Table 3222333343536

Overall, the above discussion suggests that the blood calcium
levels of CML patients taking imatinib or nilotinib tended to
decrease and below normal values, where this decrease was more
prevalent in imatinib-treated patients. Referring to O’Sullivan et
al. study in nilotinib-treated patients, changes in blood calcium

Significant
drug exposurc

Administration of Tyrosine Kinase
Inhibitors to CML patients

Significant
drug exposure

to the kidneys

.

to the kidneys

!

Damage to the

The longer the treatment
duration, the greater the effect

:

Damage to the

renal tubules
.—

The amount of

Imatinib

ATP in
mitochondria
decreases

Inhibits
PDGFR a and p

v
Loss-of-function
mutation of
HOAT & HOCT

A

renal tubules

Nilotinib

y

Decreased
PDGF-p
upregulation

!

Milder
kidney injury

The active tubules in

The tubulogenesis
process is disrupted

!

the kidneys decreases

Decreased K-
rcabsorption in the
renal tubules

v

Increased K-
cxcretion in urine

v

Decreased blood
K* levels (>>>)

Y

Tubulogenesis is
slightly decreased

!

Decreased K*
reabsorption in
the renal tubules

.

Increased K~
excretion in urine

v

Decreased blood
K* levels (=)

h 4

Adverse event:
muscle fatigue, muscle
spasms, arrhythmia

Figure 1. Mechanism of tyrosine kinase inhibitors’ effect on blood potassium level. ATP, adenosine Lriphm?ha(e; CML, chronic m
leukemia; HOAT, human organic anion transporter; HOCT, human organic cation transporter; PDGE, p

PDGFR, platelet-derived growth factor receptor.

loid

atelet-derived growth factor;

[Oncology Reviews 2021; 15:547]

OPENanCCESS




~="

levels were not necessarily caused by nilotinib itself, because the
patients had previously been treated with imatinib for quite a long
time, namely 9 months. In addition, the small number of patients is
a limitation to this study. Furthermore, the duration of treatment
might affect the patient’s blood calcium levels, as demonstrated by
Matti et al. study in which a longer duration of imatinib treatment
led to larger changes in calcium levels. -3

Some studies suggest that decreased blood calcium levels may
be related to the effect of imatinib on PDGFR and colony-stimu-
lating factor 1 receptor (CSF-1 receptor). PDGF, which is a chemo-
tactic and mitogenic agent for cells derived from mesenchymal tis-
sue, divides into PDGF-A which binds to PDGFR-a and PDGF-B
with PDGFR-B. PDGFR-u expression in mice osteoblast cultures
showed a direct effect on the proliferation and differentiation
processes of osteoblasts. When imatinib inhibits the PDGF-
A/PDGFR-u axis, there is an inhibition in osteoblast proliferation,
but increased activity in osteoblast differentiation from a preexist-
ing pool of osteoblast precursor, thus the bone formation increases.
However, this process will decrease as the treatment progresses
because the pool of osteoblast precursors is depleted by the anti-
proliferative and pro-apoptotic effects of imatinib.**-3

The activity between osteoblasts and osteoclasts is closely

related because of the interaction of the receptor activator of
nuclear factor kB (RANK) ligand on osteoblasts with its receptor
RANK on osteoclast precursors. The presence of macrophage
colony-stimulating factor (M-CSF) which is secreted by stromal
cells and osteoblasts which bind to the colony-stimulating factor 1
receptor (C-FMS) on macrophages are required for macrophages
to mature into osteoclasts. While on imatinib treatment, activation
of C-FMS by M-CSF is inhibited, thus interfering with the devel-
opment of macrophages into mature osteoclasts. This suggests an
indirect effect of imatinib on osteoclasts via PDGFR-u inhibition
in osteoblasts. Imatinib also directly inhibits osteoclasts through
PDGFR-f, hence the osteoclast development and bone resorption
process decrease.**** Those effects will result in decreased calci-
um dissolution from hydroxyapatite and decreased blood calcium
levels in patients.

The effect of nilotinib is similar to that of imatinib, the differ-
ence is that c-ABL and PDGFR inhibition can have a neutral or
inhibition effect on osteoblast differentiation, depending on the
dosage that has been administered. At a lower dose, c-ABL inhibi-
tion is more dominant, resulting in an inhibitory effect on
osteoblast differentiation; whereas, at a higher dose, c-ABL inhibi-
tion is balanced by PDGFR inhibition resulting in a neutral effect
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in the form of increased osteoblast differentiation.*® Therefore, the
difference in the decrease of blood calcium levels between ima-
tinib and nilotinib treatment is not that great.

Decreased blood caleium levels have a variety of clinical man-
ifestations that range from a small decrease, which may only be
seen through laboratory tests and without signs and symptoms, to
a large decrease that has symptoms such as fatigue, muscle spasm,
and QT prolongation.*” Other factors that may affect the blood cal-
cium levels of CML patients include a history of diabetes mellitus,
hypertension, and kidney disorders.”**%* Figure 2 depicts the
summary of the mechanism of the role of TKI influence on the
blood calcium level.

Conclusions and discussion

It can be concluded that the changes in blood potassium levels
of CML patients are in the form of an increase and a decrease;
meanwhile, changes in blood calcium levels range from the lower
normal values to below normal values (hypocalcemia). This effect
oceurs because imatinib and nilotinib act on PDGFR. Changes that
oceur vary from the abnormality in laboratory test results to the
symptomatic toxicities such as muscle spasm and QT prolonga-
tion. Overall, grade 1/2 adverse events were common and could
affect the patient’s quality of life.

In daily practice, CML patients who are treated with imatinib
or nilotinib should routinely check their blood electrolyte levels,
both before and during treatment. In addition, when the patient
comes for a consultation, it i$ necessary to ask about the clinical
complaints experienced during the treatment. If the complaints are
very disturbing and supported by the abnormal values in the blood
electrolyte tests, the clinician should change the treatment used by
the patient. In terms of scientific development, this literature
review can serve as the basis for further research on damage to the
kidneys that affects blood potassium levels in CML patients taking
imatinib or nilotinib, and the possible interactions between TKIs
and drugs that might affect blood potassium and calcium levels in
CML patients.
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