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Abstract. Medullary thyroid carcinoma (MTC) is a rare malignant
tumor arising from parafollicular C cells and accounts for 1-5% of all
thyroid cancers. Somatic RET mutations occur in 40-50% of sporadic
cases and represent targets for selective RET inhibitors. Selpercatinib
(RETEVMO, Eli Lilly), approved by the FDA in 2020 and the EMA in 2021,
is currently not registered in Kazakhstan. This study describes its suc-
cessful use in a 74-year-old patient with recurrent MTC, cervical lymph
node and lung metastases, vandetanib intolerance, and a confirmed RET
p.C630R mutation. Diagnostic evaluation included histology, immunohis-
tochemistry, next-generation sequencing (NGS), contrast-enhanced CT,
MRI, *8F-FDG PET/CT, and laboratory monitoring of calcitonin, carcinoem-
bryonic antigen, thyroid hormones, and liver and kidney function. NGS
identified an activating RET p.C630R mutation with an allele frequency
of 21.14%. Vandetanib was discontinued because of Quincke’s edema,
drug-induced liver injury, and Stevens-Johnson syndrome. Selpercatinib
was subsequently administered at a dose of 160 mg/day. After three
months, PET/CT performed on March 4, 2026, showed no evidence of
local recurrence and an approximately twofold decrease in the metabol-
ic activity of the pulmonary lesions. Calcitonin levels remained stable
near the upper limit of normal (16.0-16.3 pg/mL). No adverse events
requiring treatment discontinuation were reported, while liver and
kidney function remained normal. This case demonstrates the efficacy
and favorable tolerability of selpercatinib in RET-positive MTC following
intolerance to a first-generation multikinase inhibitor and supports its
registration and improved accessibility in Kazakhstan.
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The Use of Selpercatinib in Recurrent Medullary Thyroid Carcinoma with the RET p.C630R Mutation: A Clinical Case

Introduction

Medullary thyroid cancer (MCT) is a rare malignant neoplasm that develops from parafol-
licular C-cells of the thyroid gland that produce calcitonin. According to world statistics, breast
cancer accounts for 1 to 5% of all malignant thyroid tumors [1, 2]. Despite its relatively low prev-
alence, this disease is characterized by a tendency to early regional and long-term metastasis,
insensitivity to traditional radioiodine therapy, and a more unfavorable prognosis compared to
differentiated forms of thyroid cancer [3-5].

Mutations in the proto-oncogene RET (during RE-arranged during Transfer), which encodes
a receptor tyrosine kinase, play a key role in the pathogenesis of MTS. Somatic RET mutations
are detected in approximately 40-50% of sporadic cases, whereas in hereditary forms (MEN2A,
MENZ2B, familial MRCC), germinal RET mutations are detected in 95-98% of cases [6, 7]. Acti-
vating RET mutations lead to constitutive activation of tyrosine kinase signaling and stimulate
pathological C-cell proliferation [8-11].

For a long time, systemic treatment of unresectable, recurrent, and metastatic breast
cancer was limited to multikinase inhibitors-vandetanib (approved by the FDA in 2011) and
cabozantinib (approved by the FDA in 2012). Both drugs selectively block several tyrosine kinase
targets (RET, VEGFR, EGFR, etc.), which leads to a high frequency of adverse events, including
severe hepatotoxicity. Stevens-Johnson syndrome, angioedema, diarrhea, and prolongation of
the QTc interval [12-14].

A fundamentally new stage in the treatment of RET-positive tumors began with the intro-
duction of highly selective RET inhibitors. Selpercatinib (RECEVMO, Eli Lilly) is a first - in-class
highly selective ATP-competitive RET inhibitor approved by the FDA in May 2020 and the EMA
in 2021 for the treatment of patients with advanced or metastatic RET-altered breast cancer and
RET-positive non-small cell lung cancer [15, 16]. The mechanism of action is based on highly
selective inhibition of both wild-type RET kinase and its clinically significant mutant forms, with
significantly less effect on other kinases compared to multikinase inhibitors [17-22].

This problem is of particular importance in the context of Kazakhstan cancer practice:
despite a strong international evidence base (LIBRETTO-001 study), selpercatinib is currently
not registered in the Republic of Kazakhstan and is not included in the Kazakhstan National For-
mula (KNF). This clinical case demonstrates the feasibility and validity of its use in a patient with
recurrent medullary carcinoma, vandetanib intolerance, and confirmed mutation RET p.C630R.

Materials and methods

Objective

To describe a clinical case of successful use of selpercatinib in a patient with recurrent
medullary thyroid carcinoma, vandetanib intolerance and confirmed mutation RET p. C630R.

A clinical case of patient N., 74 years old, with a diagnosis of medullary thyroid carcinoma,
relapse, and metastases to the lymph nodes of the neck is presented.

The following methods were used to verify the diagnosis and evaluate the effectiveness
of treatment:

morphological and immunohistochemical (IHC) studies: expression of TTF-1, Thyroglob-
ulin, Chromogranin, Synaptophysin (block 7750/24. 6, conclusion #51061240);

* molecular genetic testing (NGS): genome-wide sequencing of tumor DNA (sample
#14062789-DNA) with analysis of >100 genes, including RET, NF1 BRAF, EGFR, KRAS, NRAS,
PIK3CA, TP53, as well as determination of copy number variations and chimeric mergers (per-
formed in the Hospital of the Medical Center of the UDP RK);
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*radiation methods: CT of the soft tissues of the neck with intravenous contrast (17.02.2025;
23.09.2025), CT of the OGK and OBP (23.09.2025), MRI neck with contrast (21.02.2025), PET/
CT with 1FF-FDG (06.05.2025 and 04.03.2026) [23];

laboratory monitoring: UAC, biochemical analysis of blood (ALT, AST, bilirubin, creatinine,
urea, phosphorus, calcium, alkaline phosphatase, GGTP, CRP, electrolytes), calcitonin and CEA
in dynamics, thyroid hormones (TSH, sv. T3, sv. T4, thyroglobulin, calcitonin), vitamin D, coag-
ulogram [24];

functional methods: ECG, echocardiography, EGDS, consultations with a cardiologist, ne-
phrologist, endocrinologist, gastroenterologist, dermatologist;

Status assessment: ECOG scale, Karnowski scale [25].

The patient’s personal data is depersonalized in accordance with the requirements of the
Helsinki Declaration of the World Medical Association: the name is replaced with the initial “N.”;
only the age is indicated; IIN, full name, and other identifiers are not given in the text [26, 27].

Results

A clinical case

Patient information: Patient N., 74 years old (born in 1951), is observed in the cancer
center with a diagnosis of: thyroid cancer T3NOMO, stage I1I; medullary carcinoma of the thyroid
gland, relapse, metastases to the lymph nodes of the neck on the right.

Concomitant diseases: chronic kidney disease C2 stage (GFR 78.0 ml / min according to
CKD-EPI) in the outcome of paraneoplastic nephropathy; arterial hypertension Il stage; postop-
erative hypothyroidism in the stage of drug-induced euthyroidism; metabolic-associated fatty
liver disease (steatohepatitis F2 according to Metavir); erosive antral gastritis.

Anamnesis and medical history: patient N., 74 years old, has been registered at the dis-
pensary since 2003. In 2003, a planned thyroidectomy was performed for thyroid cancer; in the
postoperative period, remote radiation therapy (SOD 40 Gy) was performed. During the following
years, the patient was under the supervision of an endocrinologist and oncologist and received
hormone replacement therapy with levothyroxine (Eutirox 87.5 mcg /day).

In November 2024, a planned examination revealed a lump in the projection of the thyroid
gland bed. Fine needle aspiration biopsy (NAB) on 01.11.2024 (cytological study No.52/3-52/7):
the cytological picture corresponds to medullary carcinoma (Bethesda VI). At the meeting of the
multidisciplinary group (MDG) on 19.10.2024, surgical treatment was recommended.

On November 21, 2024, the operation was performed: removal of a recurrent thyroid
tumor, cervical lymph node dissection (zones II-VI) on the right, tracheostomy.

Postoperative immunohistochemical study (block 7750/24. 6, conclusion No. 51061240):
the morphological picture and immunophenotype of metastatic lymph nodes correspond to
medullary thyroid carcinoma (Table 1).

Table 1
Results of postoperative immunohistochemical study in a patient
Marker Result
TTF-1 Positive
Thyroglobulin Negative
Chromogranin Positive
Synaptophysin Positive
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Results of radiation diagnostic methods

CT scan of the soft tissues of the neck with contrast (17.02.2025): thyroid gland bed with-
out features. Cervical lymph nodes: Ila on the right - up to 7.6 mm, [ on the left - up to 8.6 mm.
Conclusion: CT scan shows a picture of undetected cervical lymphadenopathy.

MRI of the cervical region with contrast (21.02.2025): no pathological foci were detected
in the projection of the thyroid gland bed. Local thickening in the projection of the false vocal
cord on the left (inflammatory genesis?). Moderate lymphadenopathy of submandibular and
cervical lymph nodes. Conclusion: MR-signs of soft tissue infiltration of the supraclavicular re-
gion, possible local defect of the tracheal wall at the Th1 level.

CT OGK with contrast (23.09.2025): in S6 of the left lung - areas of frosted glass with
indistinct contours. Mediastinal lymph nodes are not enlarged. Conclusion: CT image of frost-
ed-glass areas of the lower lobe of the left lung.

CT scan of OBP with contrast (23.09.2025): the liver is not enlarged; the parenchymal
structure is uniform. The pancreas is a heterogeneous structure. In the sinuses of both kidneys
- cysts (on the right up to 18 x 15 mm, on the left up to 12x10 mm). Conclusion: CT scan of par-
apelvical cysts of both kidneys.

CT scan of the neck with contrast (23.09.2025): cervical lymph nodes: Ila on the right
- 7x6 mm, Ila on the left - 8x6 mm. Conclusion: stable CT picture of undetected cervical lym-
phadenopathy (in comparison with CT from 17.02.2025).

e PET / CT with 1FF-FDG (04.03.2026): in comparison with PET/CT from 06.05.2025:
* relapse in the thyroid gland bed with increased metabolic activity is not detected;
e There were no signs of regional metastatic lesions with high metabolic activity.

e the area of consolidation of the pulmonary parenchyma of the lower lobe of the left
lung - a decrease in volume, a decrease in metabolic activity by 2 times (data for inflammatory
changes);

e in the middle lobe of the right lung - the formation of fibrous changes with resorption
of high metabolic activity.

Laboratory data in dynamics are shown in Tables 2-4.

Table 2
Dynamics of blood biochemical parameters

Indicator Norm 11.11.2025 | 03.12.2025 03.04.2026
ALT, Units/ 1 up to 41 32.40 19.86 12.16
AST, Units/ 1 up to 40 16.00 21.99 18.29
General. bilirubin, pmol/1 22.2 19,21 16,35 17,63
Creatinine, umol/I 45-97 - 73,43 74,12
Urea, mmol/] 2,3-8,3 - of 5.26 5.251in
Glucose, mmol/I 3,05-6,38 4,74 - a4.53
Cholesterol, mmol/I to 5.2 7,50 - 6,501
alkaline phosphatase, IU/] to 105 1471 110,28 7 121,237
GGT, U/1 up to 38 15317 49,35 of 35.77
CRP, mg/1 up to 5 - 7,76 T 8,981
Phosphorus, mmol/I 0,81-1,45 - 1,557 1.55V 7T
Calcium, mmol/I 2,15-2,55 - 2,23 2,18
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Table 3
Dynamics of calcitonin and thyroid hormones
Indicator Norm 03.12.2025 | 03.04.2026
Calcitonin, pg/ ml up to 11.5 (women) 16.0 T 16.3 17
TSH, mIU/1 0,3-4,0 0,08 0,71
St. John the BaptistT4, pmol/ 1 10,5-22,5 15,94 16,84
St. John the BaptistT3, pg/ ml 2,2-4,2 3,26 3,18
Thyroglobulin, ng/ ml 0,01-54,9 - 0,30
AntiTH, IU / ml 0-100-10. - 5
Vitamin D, ng/ ml 30-100 34.43 32.0
Table 4
UAC from 03.04.2026
Indicator Norm Result
Hemoglobin (HGB), g/1 112-140 15017
Red blood cells (RBC), x1012 /L 3.93-5.0 4.95
Hematocrit (HCT), % 34.1-44.9 46.6 1
MCV, fl 79.0-92.2 94.217
White blood cells (WBC), x10°/L 3.98-10.0 4.77
Platelets (PLT), x10°/1 180-369 194
ESR (according to Westergren), mm / h 2-30 17

Molecular Genetic Research (NGS
In April 2025, genome-wide sequencing of tumor DNA (sample No. 14062789-DNA) was
performed. The panel covered more than 100 genes, including analysis of point mutations, copy
number variations, and chimeric mergers (RET, NTRK1 / 2 / 3, FGFR1/2/3, ALK, ROS1), as well
as full exon coverage of TP53, BRCA1/2, ATM, PTEN, and CDKN2A (Table 5).

Table 5
Clinically significant molecular changes (NGS)
Mutation Type Allelic Localization Database
Frequency

RET Database p. C630R (c. Missense 21,14% chr10:43609936 COSMIC
1888T>() ID

COSM964
NF1 p.P678Qfs*10 | Frameshift 4,29% chr17:29553484 -
(c.2033_2034delCGinsA)

The RET mutation p. C630R is an activating missense mutation of exon 11 localized in the
extracellular cysteine-rich domain of the RET receptor. According to international recommen-
dations (NCCN, ESMO, FDA, EMA), this mutation is an indication for the appointment of highly
selective RET inhibitors.
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Previous treatment: vandetanib

Based on the decision of the multidisciplinary group (MDG) and the clinical protocol of
the Ministry of Health of the Republic of Kazakhstan (Protocol No. 189 dated 08.09.2023), tar-
geted therapy with vandetanib 300 mg/day was started on 04.06.2025. During treatment, severe
adverse events developed:

toxic-allergic dermatitis / Stevens-Johnson syndrome (inpatient treatment at the al-
lergological center of GKB No. 1, 20.10.2025-29.10.2025);

Quincke’s edema of unclear origin (recorded twice);

drug-induced liver damage (cytolysis: ALT 32.40 U/ L, ALP 147 U/ L, GGTP 153 U/L);
pruritus of the skin, pasty extremities.

Vandetanib therapy was discontinued on 01.10.2025 due to life-threatening toxicity.

Prescribing and monitoring selpercatinib therapy
Based on the decision of the MDG on 06.10.2025, taking into account:

1.
2.
3.

4.

verified diagnosis of recurrent medullary thyroid carcinoma;

NGS results: mutation RET p. C630R (AF 21.14%);

vandetanib intolerance BangeTann6a(Stevens-Johnson syndrome, hepatotoxicity,
angioedema);

international recommendations of the FDA and EMA;

The patient was prescribed selperkatinib (Recevmo) 160 mg /day (2 tablets of 40 mg 2
times a day, daily, regardless of food intake).

Objective assessment at the time of initiation of therapy:

ECOG - 1; Karnowski scale - 80%;

Blood pressure 130/80 mm Hg, heart rate 76 beats / min;

UAC - within the normal range.

ECG: sinus rhythm, heart rate 83 beats / min, incomplete blockage of the right bundle
branch;

Echocardiography: EF according to Simpson 64%, heart cavities are not dilated, SDLA
is 16 mm Hg, no pathology was detected.

Concomitant therapy with selpercatinib:

Ursosan 750 mg /day (hepatoprotector);

Nephroles 5 mg x 2 times a day (nephroprotection);

Adsorbix 1 capsule 3 times a day before meals;

Eutirox 87.5 mcg daily in the morning;

Alfacalcidol 1 mcg /day;

Rosuvastatin 10 mg /day (lipid-lowering therapy).

Monitoring and treatment outcomes during selpercatinib therapy
After 3 months of using selpercatinib (April 2026), the following results were obtained:

Liver function: ALT 12.16 U/l (normal), AST 18.29 U/L (normal), total bilirubin 17.63

mmol/] (normal). Normalization of transaminases compared to the period of vandetanib toxicity
is a strong indicator of selpercatinib’s safety.

Renal function: creatinine 74.12 mmol / |, urea 5.25 mmol/L-without worsening the

initial CKD C2.

Calcitonin: 16.3 pg/ ml-stabilization at a level close to the upper limit of normal (the

norm is up to 11.5 pg/ ml for women). Previously, calcitonin levels were not documented before
the start of therapy (until 2003); an increase was recorded from 07.03.2025 (1.13 pg/ml after
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surgery) to 03.12.2025 (16.0 pg/ml), indicating continued growth of the RET-positive clone,
which stabilized on the background of selpercatinib.

e PET /CT (04.03.2026): positive dynamics relative to the study from 06.05.2025 - no
recurrence in the thyroid gland bed, a twofold decrease in the metabolic activity of pulmonary
changes.

e Adverse events: skin toxicity, hepatotoxicity or nephrotoxicity, QTc prolongation during
selpercatinib administration were not recorded. The ECOG status remains at level 1.

The timeline of the clinical case is shown in Table 6.

Table 6
Chronology of the clinical case of patient N., 74 years old

Date Event

2003 Thyroidectomy for thyroid cancer; DLT (SOD 40 Gy). Start taking
levothyroxine.

October- TAB: medullary carcinoma (Bethesda VI). MDG: the operation is shown.

November2024

21.11.2024 Removal of recurrent thyroid tumor + cervical lymph dissection (zones
[1-VI) on the right + tracheostomy.

November2024 | IHC No.51061240: medullary thyroid carcinoma (TTF-1+,
Chromogranin+, Synaptophysin+, Thyroglobulin-).

17.02.2025 CT scan of the neck: undetected cervical lymphadenopathy.

02/21/2025 MRI of the neck: no recurrence in the thyroid gland bed; soft tissue
infiltration of the supraclavicular region.

March 2025 MDG: targeted therapy with vandetanib 300 mg/day was prescribed.

April 2025 NGS (sample # 14062789-DNA): mutation RET p.C630R (AF 21.14%),
NF1 frameshift (AF 4.29%).

06.05.2025 PET/CT with 1FF-FDG (baseline study for dynamics).

04.06.2025 Start of vandetanib therapyof vandetanib therapy.

September 2025 | CT of the neck, OGK, OBP: stable picture; frosted glass in S6 of the left
lung. EGDS: erosive gastritis.

October 2025 Development of severe toxicity: Stevens-Johnson syndrome,
angioedema, drug-induced hepatitis. Hospitalization in an allergy
center (20.10-29.10.2025).

01.10.2025 Discontinuation of vandetanib due to life-threatening toxicity.

06.10.2025 MDG: decision on the appointment of selperkatinib 160 mg /day.

October 2025 Start of selpercatinib therapy cennepkatuan6omM(RECEVMO) 160 mg /
day.

19.12.2025 Consultation of a gastroenterologist: CKD steatohepatitis F2, giardiasis.
Ursosan, and rosuvastatin were prescribed.

03.12.2025 Control biochemistry: normalization of ALT (19.86), AST (21.99);
calcitonin 16.0 pg/ ml T.

17.02.2026 Nephrologist’s consultation: CKD C2 (GFR 78.0 ml / min).
Nephroprotective therapy.

02.02.2026 Cardiologist’s consultation: no coronary pathology was detected.
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04.03.2026 PET/CT with 1FF-FDG: positive dynamics - no recurrence in the
thyroid bed, a 2-fold decrease in the metabolic activity of pulmonary
foci.

03.04.2026 Control tests: ALT 12.16, AST 18.29 (normal); calcitonin 16.3 pg/ ml;
UAC is normal.

06.05.2026 Scheduled follow-up examination (PET/CT, biochemistry, calcitonin).

Discussion

Molecular and genetic characteristics of the case. The RET mutation p. C630R (c. 1888T>C)
is an activating missense mutation of exon 11 localized in the cysteine-rich extracellular domain
of the RET receptor. Substitution of cysteine for arginine at position 630 breaks intramolecular
disulfide bonds, which leads to the formation of abnormal intermolecular disulfide bridges, con-
stitutive ligand-independent dimerization, and permanent activation of the RET receptor [28].
The allele mutation rate of 21.14% indicates a significant contribution of the RET-positive clone
to the tumor cell population.

The C630R mutation is rare compared to the most common codon 634 mutations (C634R/
W/Y/F/S/G), but the mechanism of action is similar to them: both groups are associated with
MENZ2A syndrome and constitutive RET activation [29]. According to LIBRETTO0-001, selpercatinib
shows clinically significant activity against a wide range of RET mutations, including cysteine-
rich domain mutations (exons 10-11) [30].

Additionally, the NF1 mutation p.P678Qfs*10 with an allelic frequency of 4.29% can po-
tentially activate the MAPK pathway and indicates tumor heterogeneity. Currently, there is no
specific therapy for NF1-mutated medullary thyroid cancer in international protocols; however,
this fact should be taken into account in further follow-up.

Limitations of first-generation multikinase inhibitors

Vandetanib, the first approved drug for the systemic treatment of medullary thyroid can-
cer, is a multikinase inhibitor that blocks RET, VEGFR, and EGFR. The ZETA clinical trial showed
a significant increase in progression-free survival compared to placebo (median PFS 30.5 vs
19.3 months). However, the non-selectivity of exposure causes a wide and often severe range of
adverse events.

In this case, the toxicity of vandetanib became life-threatening: Stevens-Johnson syn-
drome, double angioedema, and drug-induced hepatitis were recorded. All three complications
are considered undesirable events of 23 degrees of severity on the CTCAE scale and are absolute
indications for drug withdrawal. It should be emphasized that this patient had predisposing fac-
tors - previously documented allergy (to garlic) and hypothyroidism as a predictor of impaired
immune response.

Efficacy and safety profile of selpercatinib

Selpercatinib was developed as a highly selective ATP-competitive RET kinase inhibitor.
Due to the unique structure of the molecule optimized to overcome the steric barriers of the active
site, the drug has a 100-fold higher selectivity for RET compared to multikinase inhibitors [30].

Key efficacy data were obtained in the LIBRETTO-001 (NCT03157128) study [15, 16].

e Inpreviously treated patients with medullary thyroid cancer: objective response (00)
- 69%, median response time - 22.3 months.

e In patients without previous systemic treatment: 00-73%.
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e Median progression-free survival-not achieved with a median follow-up of 20.3 months.
Acquired resistance to selective RET inhibition can develop through RET solvent-front mutations
and should be considered during long-term follow-up [31].

e The incidence of grade 3 adverse events is significantly lower than with vandetanib:
increased ALT/AST in 5-9% of patients (usually grade 1-2), hypertension in 12%, and QTc pro-
longation in 1.7%.

In the presented clinical case, after 3 months of therapy, the following was recorded: no
recurrence by PET/CT, a twofold decrease in the metabolic activity of pulmonary foci, normal-
ization of transaminases (ALT 12.16 U/l, AST 18.29 U/L), stabilization of calcitonin at the level
of 16.3 pg/ml. Tolerability of the drug was good - no adverse events requiring dose reduction
or discontinuation were recorded.

It is also important to take into account the laboratory context: a number of indicators
against the background of previous vandetanib toxicity BangeTanu6aremained unchanged (ALP
121.23 U/1T, CRP 8.98 mg/1T, cholesterol 6.50 mmol/1 T). The increase in alkaline phosphatase
is most likely due to the initial metabolic-associated fatty liver disease (F2 fibrosis) and is not
associated with the progression of the underlying disease. Hypercholesterolemia is corrected by
rosuvastatin. A moderate increase in CRP may reflect the inflammatory component of residual
pulmonary changes.

Monitoring of target organ function during therapy

In accordance with the data of expert consultations, the patient was diagnosed with
concomitant conditions that require multidisciplinary management against the background of
long-term targeted therapy:

e Nephrology (19.02.2026): chronic kidney disease (CKD) C2 (GFR 78.0 ml / min/1.73
m2), chronic pyelonephritis in the acute stage. A nephroprotective diet is recommended (pro-
tein restriction to 120-140 g /day, water regime of 1.2-1.5 1/day), nephroles and adsorbix are
prescribeduedposiec u afcopoUKC.

e Cardiology (02.02.2026): no coronary pathology was detected; echocardiography - EF
64%, LVL type I, no effusion. ECG - incomplete block of the right bundle branch leg. ECG mon-
itoring once every 3 months.

e Endocrinology: postoperative hypothyroidism in the stage of drug-induced euthy-
roidism (TSH 0.71 mIU/], T4 sv. 16.84 pmol/L). Vitamin D - 32.0 ng/ ml (within the normal
range), continue monitoring.

e Gastroenterology (19.12.2025): metabolic-associated fatty liver disease (steatohepa-
titis, fibrosis F2), giardiasis-treated. Continue with ursodeoxycholic acid (ursosan), rosuvastatin.

Conclusion

1. Molecular genetic testing (NGS) is a mandatory component of the diagnosis of medul-
lary thyroid cancer. Detection of the RET mutation p. C630R in the allelic frequency of 21.14%
determined the validity of prescribing a highly selective RET inhibitor.

2. Multikinase inhibitors (vandetanib, cabozantinib) remain an important treatment tool,
but their non-selectivity causes severe toxicity in a significant part of patients. Stevens-Johnson
syndrome, Quincke’s edema, and drug-induced hepatitis are life-threatening adverse events and
are absolute indications for discontinuation of therapy.

3. Selpercatinib provides a high objective response (69-73% according to LIBRETT0-001)
with a significantly more favorable tolerability profile. The dynamics of clinical and laboratory
parameters confirms its effectiveness and safety.
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4. Comprehensive management involving a nephrologist, cardiologist, endocrinologist,
and gastroenterologist is a mandatory component of the treatment of elderly patients with or-
phan cancer.

5. Itis necessary to register selpercatinib in the Republic of Kazakhstan and ensure pa-
tients ‘ access to targeted therapy.
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CennepkatuHUOTi RET p. C630R MmyTanusicel 6ap KaJKaHIIa 6e3iHiH KaTa/laHaTbhIH
MeAy/IAPJbIK KapIMHOMAChIHAA KOJIAAHY: KIUHUKAJIBIK, XKaFaai

Moyser6aes M.C., Maiikenosa A.C.2, Epmek6aesa 5.9.%"

!0nkosiorus kadeapacsol, «ActaHa MmeauiuHa yuuepcuteti» KEAK, Actana, Kazakcran
IKencasasvl MeduyuHaablk opmasvik, Acmama, Kazakcman
Z30Mip TypaJibl FeUIBIMAAP OpTasbiFbl, , National Laboratory Astana, Acrana, Kasakcran

Axpgarna. KasnkaHia 6e3aiH MeayaisapJblK kapuuHoMmackl (KBMK) — kaskaHa
6e3 0OBIPbIHBIH, OapPJIBIK XaFgauaapblHblH, 1-5%-bIH KypaluTbIH NapadoJIUKYJIsSPJIbIK,
C->kacymasiapZiaH IaMUTBIH CUpeK Ke3JeceTiH KaTepJi icik. RET reHiHiH coMmaTHUKaJIbIK
MyTalUsIapbl CIOPAAUAIBIK )KaFganaapabiH 40-50%-biHa Ke3gece i )koHe RET cesieKTUBTI
TeXerimTepi yuiH HbicaHa 60J1biI Tabbl1aAbl. 2020 xbLibl AKII-TbIH A3BIK-TYJIIK K9HE 19pi-
JlopMeK canacblH 6akpliay 6ackapmacel (FDA), an 2021 xbuibl Eyponanslk gapijik 3aTTap
arentTiri (EMA) makyagaras cennepkatuHu6 (RETEVMO, Eli Lilly) kazipri yakbiTTa Kazakctana
TipkenMereH. bys 3eprreyze Kaitananradn KBMK, MolibiH iuMda TyHiHAepi MeH eKIiere
MeTacTa3/aphl, BaHAeTaHUOKe Te3iMci3airi xxaHe pactanraH RET p.C630R myTanusicel 6ap 74
»KacTafbl NallUEHTTeE CeJINePKaTUHUOTIH COTTI KOJIJAaHbLIybl CUNIATTalFaH. [JUarHOCTUKAJIBIK
TeKcepyre rMCTOJIOTUSAJIBIK KoHe UMMYHOTHCTOXUMUSIBIK 3epTTeYJIep, *KaHa OybIH CEKBEHUPJIEYI
(NGS), konTpacTbLibl KOMIbIOTepJiK ToMorpadus (KT), MarHuTTiK-pe30HaHCThIK TOMOrpadus
(MPT), *8F-FDG Ko/1jaHblIFaH HO3UTPOH/bIK-3MUCCUABIK )K9HEe KOMIbIOTEpJiK ToMorpadus
(IT3T/KT), conmai-aK KaJblIJMTOHWH, KAPIIMHOIMOPHOH/IbIK aHTUT€H, KaJIKaHI1a 6€3 TOPMOH/1aphbl
JleHTelJiepiH kxoHe 6ayblp MeH OyHMpeK KbI3METiH 3epTXaHaJbIK 6aKblaay Kip/i. 2KaHa 6ybIH
cekBeHupJieyi (NGS) amnenbaix xuiniri 21,14% 6osatbin 6encengipywi RET p.C630R My TanusiceiH
aHbIKTaZbl. KBUHKe iCiHYiHiH, AapiJiK npenapaTTaH TyblHJaFaH 6ayblp 3aKbIM/JaHYbIHbIH, K9HE
CtuBeHC-/I>KOHCOH CHHAPOMbBIHBIH laMyblHa OalJIaHbICTbI BaHA€TaHUO KaObL1jay TOKTATbII/bL.
KeitinHeH Taysirine 160 Mr g03aza ceJnepKaTUHUG TaFalbIHAAMAbL. YII aiifjlaH KeliH, 2026
XKbLIFbI 4 HaypbI3ga xkyprisiireH [I3T /KT xeprinikTi penjuauB 6enrisiepiH aHbIKTaMa/ibl KoHe
eKne/eri omakTapAblH MeTab0IM3M/AIK OeJICeHAIMITiHIH lIaMaMeH eKi ece TOMeH/eTreHiH KOPCETTI.

JLH. T'ymunes amviHdarsl Eypaszus yammuik yHugsepcumeminiy XABAPIBICHI. Buo/io2usinblK FblAbIMOap cepusicobl Ne3(156) 83
BULLETIN of L.N. Gumilyov Eurasian National University. Bioscience series /2026
BECTHHK Espasulicko2o HayuoHa/abHo20 yHusepcumema umeru JL.H. l'ymunaesa. Cepust 6uoso2uieckue HayKu



M.S. Mauletbayev, A.S. Maikenova, B.A. Yermekbaeva

Ka/nbUMTOHUH JleHreli Ka/bIIThIH KOFapFhl LIETiHe )KaKblH TYPAKThI AeHTehae caKTas/bl
(16,0-16,3 nr/mn). EMzeyai ToKTaTy/ibl Tajsal eTeTiH »KaFbIMChI3 dCepJiep TipKeJIreH 0K, aJl
6aybIp MeH OYHpeK KbI3METiHiH KepCeTKIlITepi KalbINThI AeHTele Ka/ibl. Bysl KIMHUKAJbIK
»KaFai 6ipiHii OybIHAFbl MYJbTUKHMHA3A/bIK TeXeTilKe Te3iMci3/iik 60/iFaHHaH KeliH RET-
NO3WUTUBTI KaJKaHIla 6e3/iH MeAy/JISapJIblK KapIIUHOMAChIH eM/iey/ie CeJINepKaTUHUOTIH,
TUIM/JIJIIT] MeH »KaKCbl KeTepiMiIIriH KepceTeai, COHAau-aK oHbl KazaKcTaH/a TipKey/iH )KoHe
NayUeHTTep YIIiH KO/DKETIMAIIITIH apTThIPYAblH OPbIH/AbLJIbIFbIH PaCTaN/bl.

TyHiH ce3aep: KankaHlla 0e3iHiH MeyJaspJbIK KaTepJi iciri, peT MyTalusChl,
ceJiepKaTUHUO, MaKCaTThl Tepamnus, *kaHa 6yblH cekBeHIUsACHI (NGS), BaHeTaHUO, KIMHUKAJBIK,
Xaraau

[IpumeHeHue CeqnepKaTUHNGA NPYU PeUAUBUPYIOIEN MeAY/UIIPHON KapLiUHOME
WUTOBUAHOM Kesie3bl ¢ MyTanued RET p.C630R: k1uHuYecKU# caydyan

Maysner6aeB M.C. !, Maiikenosa A.C.2, Epmek6aeBa B.A.>"

!Kadenpa onkosioruu, HAO «MeauuuHckuil yHuBepcuTeT AcTaHa», ActaHa, KazaxctaH
!MHoronpoduibHbIN MeAULIMHCKUH LleHTDP, AcTaHa, KazaxcTan
Z3]leHTp HayK o0 *ku3HH, National Laboratory Astana, ActaHa, Kazaxcran

AHHoOTanua. MeayanspHas KapiuydHoMa HUToBUAHOM xese3bl (MKIK) — peakas
3JI0KaYeCTBEHHas ONyxoJib Napado UKy IspHbIX C-KJIETOK, cocTaBJstomas 1-5% oT Bcex caydaeB
paka muToBUAHOM xese3bl. ComaTuueckue MyTauuu RET Bctpeuarorcs B 40-50% cnopaguyeckux
CJlydaeB U SBJISIIOTCS MUILIEHSIMHU J1J11 ceJIEKTUBHbIX MHTHOUTOpPOB RET. CenmnepkaTUHHUO
(RETEVMO, Eli Lilly), ono6pennsbiit FDA B 2020 rogy u EMA B 2021 roay, B HacTosiliee BpeMs
He 3apeructpupoBaH B KaszaxcTtaHe. B jaHHOM ucc/ie0BaHUH ONUCHIBAETCS €ro yCHellHOoe
npUMeHeHMe y 74-1eTHero nayuenTa ¢ penuausupyomer MKIIK, meTacTtazamu B elHble
JuMaTHyYeCcKUe y3Jibl U JIETKHeE, HellepeHOCUMOCThI0 BaHAeTaHM0a U IOATBEePKAeHHOW My Taljuen
RET p.C630R. luarHoctuyeckoe o6cyiejoBaHUE BKIOYaAJI0 TUCTOJOTUIO, UMMYHOTHUCTOXUMHUIO,
CeKBeHHMpoBaHue HoBoro nokosienus (NGS), koutpactryio KT, MPT, [I3T/KT c *®F-FDG, a Takxe
JIabopaTOPHbIN MOHUTOPUHT KaJbLIUTOHUHA, KAPLIUHO3MOPHUOHATbHOI'0 aHTUT€Ha, TOPMOHOB
IIMTOBU/IHOM XeJsie3bl, QYHKI WY NeyeHU U nouyek. CekBeHUpOoBaHUe HOBOTo nokosieHus (NGS)
BbIIBUJIO akTUBUpYo1yto MyTanuio RET p.C630R c yactoToit annens 21,14%. [Ipuem BaH eTaHnba
ObLJI IpeKpalleH U3-3a oTeka KBHHKe, JleKapCTBEHHO-UH/YIIMPOBAHHOI'0 IOPAXKEHHUS ITeYeHHU U
cungpoma CtuBeHca-/[>koHcoHa. BiocsiecTBUY OblJ1 HA3HAYEH cesillepKaTUHUO B fj03e 160 mr/
cyTku. Yepes Tpu Mecsaua [13T/KT, BeinosiHeHHas 4 MapTa 2026 rozia, He BbIsiBUJIa IPU3HAKOB
MEeCTHOIO pelH/MBa U oKasaJa Npu6JIU3UTENbHO JBYKPAaTHOE CHIXKeHHE MeTabo/InuecKou
aKTUBHOCTH JIETOYHBIX 0YaroB. YpOBeHb KaJbLIUTOHUHA OCTAaBaJ/ICSA CTAOUJIbHBIM, OJIM3KUM K
BepxHel rpaHule HopMbl (16,0-16,3 nir/mu1). He 6b1y10 3aperucTpupoBaHo N0604YHbIX 3P HEKTOB,
TpeOyIIMX peKpalieHus JedyeHus, a QYHKIMU eYeHHU U T0YeK 0CTaBauCh B HOpMe. ITOT
cay4yau ieMOHCTpUpyeT 3P PEKTUBHOCTD U 6JIaTONPUATHYI0 IEPEHOCUMOCTD CeJilepKaTUHUOa
npu RET-nosutuBHON Mey/I/IIpHON KapLIMHOME LIMTOBU/IHOM KeJle3bl I10CJIe HellepeHOCUMOCTH
MHTUOUTOpPA MYJIbTUKHWHA3 [IEPBOro MOKOJIEHUS U IO TBEPK/Aa€eT 11e1eCO0O6Pa3HOCTb ero
perucTpanuu U yay4leHusl.

KiiioueBble c10Ba: Mey/I/ISIPHBIN paK LIUTOBUAHOM xesie3bl, MyTalus RET, ceanepkaTuHuo,
TapreTHasi Tepanusi, CCKBeHUpoBaHHe HOBOro nokosieHus (NGS), BaHzeTaHu6, KIMHUYECKUI
cy4au.
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