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CLINICAL CASE: STEROID-RESISTANT NEPHROTIC SYNDROME

Resume: A clinical case of a patient with nephrotic syndrome, steroid-resistant variant, with arterial hypertension
complicated by polyserositis (hydrothorax, ascites, pleurisy) is described. The patient was admitted to the clinic
in a state of moderate severity, with massive edema, polyserositis, arterial hypertension, and severe nephrotic
syndrome. Diagnosis: Glomerular disease. Nephrotic syndrome, steroid-resistant variant. The kidney function
is reduced (GFR - 84 ml/min according to Schwartz). Bilateral exudative pleurisy. Hydrothorax. Polyserositis
(within the framework of nephrotic syndrome) was established based on the severe nephrotic syndrome.
The patient underwent pathogenetic therapy. An improvement in the patient's condition was noted, in the
form of a decrease in edema, normalization of blood pressure, which in turn contributed to the preservation

and improvement of the patient's quality of life.
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A.E. TypcbiH

C.)K. AcpeHdusipos ambiHOarbl Kazak yrinmmbik

meduyuHa yHusepcumemi

Anmamel aliMakmbik 6ananap KruHUKanblK aypyxaHacbl, Kyam bl.a.,
©mezeH bambip keHmi, TayerncizdikmiH 10Xbindbifbl, 35.
Anmamsl, KazakcmaH

KIMUHUKATbIK XXAFOAN: CTEPOUATAPFA
Te3iMAal HE®POTUKANDbIK CAHOPOM

Pe3stome: HedpoTrkanblk CMHAPOMbI 6ap, CTepona-pesncTeHTTi, no-
nMcepo3unTneH (rmapoTopakc, acLumT, MNeEBPUT) ackblHFaH, apTepusi-
NbIK TMNepTeH3usicbl 6ap HayKacTbIH KNMHMKanNbIK Xafdanbl cunar-
TanFaH. Haykac knuHukara opTalua ayblprblk AopexeciHae, MaccuBTi
iCiHy, MONMCepPO3NT, apTepuAnbIK TMNepTEH3NS XoHe ayblp HedpoTu-
Karnblk CUHOPOMMEH TyckeH. [inarHosbl: momepynspnel aypy. Hed-
poTuMKanblK CMHAPOM, cTepouaTapFa TesiMai Typi. byipek dyHkums-
cbl TemeHpaereH (LXK - LLsapu, 6ombiHwa 84 mn / MuH). Eki xaKTbl
aKccyaaTuBTi NneBpuT. MnapoTtopakc. MNonuceposnt (HedpoTuKanbik,
CMHOPOM LueHBepiHae) ayblp HePOTUKAnbIK CUHAPOMFa GanaHblc-
Tbl AaMblFaH. Haykacka natoreHeTuKanblk em Xyprisingi. HaykacTbin,
XaFgaviblHbIH Xakcapybl- iCiIHyAIH TeMeHAeYi, KaH KbICbIMbIH Karbimn-
Ka kenTipy TypiHae bavikangpl, 6yn e3 ke3eriHae HaykacTblH eMipiH
caKTayfa XaHe eMip canacblH akcapTyFa blknan eTTi.

TyniHAi cesgep: HehpoTMKanblK CUHAPOM, AUArHOCTUKa, apTepus-
NbIK TMNEePTeH3ns, MapoTopakc.
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umeru C.[.AcpeHdusiposa

AnmamuHckasi peauoHarnbHas 0emckas KruHuYeckas 6onbHuya
Anmamesl, KazaxcmaH

KIMUHUYECKUA CNYYAIA: CTEPOUOPE3UCTEHTHbIN
HE®POTUYECKUA CUHOPOM

Pestome: OnucaH KNMHNYECKWIA Criyvai nauneHT ¢ HedppoTUHECKUM
CUHOPOMOM, CTEPOW[, PE3UCTEHTHbIN BapuaHT, C apTepuarnsHoOn ri-
nepTeH3ven, OCNOXHEHHbIN NONUCEPO3UTOM (TMAPOTOPAKC, acLuT,
nnespuT). MauneHT NOCTyNuN B KMUHWKY B COCTOSIHUM CpefHel cTe-
NeHn TSHKECTU, C MACCMBHBIMU OTEKaMu, NoNMCcepo3nToM, apTepu-
anbHOW rMnepTeH3nen 1 BblpaXeHHbIM HePOTUYECKUM CUHAPO-
MoM. [inarHoa: MomepynspHas 6onesHb. HedpoTudecknii cnH-
[pOM, CTepouns pe3nCTEHTHbIN BapnaHT. PyHKLNSA MOYEK CHIDKE-
Ha (CK®- 84mn/muH no LLsapuy). [1ByXCTOPOHHUIA 3KCCYyAaTUBHBIN
nnespuT. MMapoTopakc. Nonucepo3ut (B pamkax HeppoTu4eckoro
cuHApoma) Bbin yCTaHOBMNEH HA OCHOBaHUW BbIpaXXeHHOro Hedpo-
TUYyeckoro cuHapoma. MNauneHTy 6bina npoBeaeHa natoreHeTUYe-
ckast Tepanusi. OTMeYeHO ynyylleHne CoCTOsIHMSI 6oNbHOrO, B BUAe
CHWXEHWS OTEKOB, HOPManuU3aLUui apTepuanbHOro AaBneHuns:, 4To B
CBOI0 o4epepb NocnocobCTBOBANO COXPAHEHWIO U YMYYLLEHUIO Ka-
YecTBa XW3HU NaLMeHTa.

KntoueBble cnoBa: HedpoOTUHECKNIA CUHAPOM, AMArHOCTUKa, apTe-
pvianbHas runepTeH3ns, MapoTopakc.

oKkTs0pB, Neb (238), 2021

13



DOAPMALIVISI KASAXCTAHA

[
S

KIIMHNUYECKAA MEIUIMHA 11 ®PAPMAKOJIOI'MA

INTRODUCTION

Nephrotic syndrome is a clinical symptom complex char-
acterized by proteinuria (urinary loss of 3.5 g/ 1.73 m2 per
day or 40 mg / m2 / h of protein), oedema, hypoalbumin-
emia, hyperlipidemia [1].

There are various classifications of the disease; the most
important for the practitioner at the first stage is the iso-
lation of congenital, infantile, primary, and secondary ne-
phrotic syndrome.

It is extremely important to isolate steroid-sensitive and
steroid-resistant nephrotic syndrome to determine the tac-
tics of treatment and prognosis of the disease, the latter
being detected in almost 20% of children with nephrotic
syndrome. Steroid-dependent nephrotic syndrome is al-
so distinguished, in which a decrease in the dose of pred-
nisolone or its withdrawal is accompanied by relapses of
the disease. In addition, it is important to isolate patients
in whom the disappearance of pathological manifestations
occurs quickly after the appointment of prednisolone, and
patients in whom remission occurs only after prolonged
(4 weeks or more) use of glucocorticosteroids. Along with
this, often recurrent nephrotic syndrome is distinguished
when 2 or more relapses are observed within 6 months or
4 relapses or more within a year, and rarely recurrent ne-
phrotic syndrome. The active development of genetic re-
search in nephrology has led to an understanding of the
role of genetic mutations and polymorphisms leading to
the onset of nephrotic syndrome in children. Correct iden-
tification of the causes of the development of the disease
can radically change the therapy and patient management
by a nephrologist. The last 15 years have seen an explo-
sion of research into the genetic causes of steroid-resis-
tant nephrotic syndrome. It has been proven that more than
30 proteins that regulate the function of glomerular filtra-
tion of the glomerular basement membrane are associat-
ed with this disease, including proteins of podocytes of the
slit diaphragm, actin cytoskeletal proteins, mitochondrial
proteins, adhesion proteins, transcription factors, etc. The
genetic cause of the development of steroid-resistant ne-
phrotic syndrome be detected in almost 70% of children
with congenital and 50% with infantile nephrotic syndrome
and much less often in older patients. Determination of the
genetic cause of the development of steroid-resistant ne-
phrotic syndrome is important in children, since it justifies
the need to examine other family members, predicts the
risk of disease recurrence after kidney transplantation, and,
which is extremely important, predicts the response to im-
munosuppressive therapy [2]. The reasons for the devel-
opment of proteinuria as the root cause of the formation
of nephrotic syndrome for a long time remained the sub-
ject of research and various hypotheses. The understand-
ing of the onset of proteinuria came from the moment of
studying the genetic basis of the functioning of podocytes
and, mainly, the proteins of their slit membrane [3]. Cur-
rently, nephrotic syndrome is considered a podocytopathy.
There is more and more evidence that the proteins of the
gap membrane of podocytes - nephrin, podocin, CD2-AP,

alpha-actinin-4, and others - can be involved in the devel-
opment of steroid-sensitive and steroid-resistant nephrot-
ic syndromes [4].

Achievement of remission of steroid-resistant nephrotic syn-
drome induced by immunosuppressive therapy is a predic-
tor of a favorable renal outcome of the disease [5]. The ef-
fectiveness of various types of immunosuppressive therapy
for steroid-resistant nephrotic syndrome, including pulse in-
travenous administration of cyclophosphamide (CPA), cyc-
losporine A (CSA), mycophenolate mofetil, according to var-
ious authors, varies widely from 33.3% to 70-80% [6, 7 -9].

The purpose of this clinical case is to discuss and show
some of the features of the course and diagnosis of ste-
roid-resistant nephrotic syndrome.

MATERIALS AND METHODS

Observation of the patient and analysis of his medical his-
tory.

Case presentation. Patient A. is 14 years old, the child
has been sick since the beginning of March 2021. The dis-
ease began with swelling of the face, the parents did not
pay attention, then shortness of breath gradually joined.
03/15/2021 turned to a private clinic, in the analyzes: urea-
4.3mmol / |, creatinine-63.4mcmol / |, cholesterol-11.8mmol
/1, ALT-59.5ME, AST-46.3ME, total bilirubin- 23.4uymol / I,
protein + 3 / 25g / |I. Made by KT OGK: CT picture of 2-sid-
ed hydrothorax. Subsegmental and segmental atelecta-
sis in the right lung. Lymphostasis. We turned to the Cen-
tral District Hospital, puncture of the pleural cavity on the
right was performed - from the words of the grandmother,
serous fluid was obtained. Treatment at the place of resi-
dence at the local paediatrician is recommended.

From the beginning of April, the child began to swell again,
complaints of swelling and swelling of the face and eye-
lids, swelling of the abdomen and lower extremities, weak-
ness. Ultrasound of the pleural cavity from 04/09/2021: The
ultrasound picture is typical for 2-sided hydrothorax. Ul-
trasound of the thyroid gland from 04/09/2021: The ultra-
sound picture is typical for hypoplasia of the thyroid gland
of the 1st stage. Diffuse thyroid changes of the AIT type
with colloidal changes. The local paediatrician referred the
child to a consultation with a pulmonologist, a surgeon, an
endocrinologist at the Almaty Regional Children's Clini-
cal Hospital(ARCH), went to the emergency room of the
ARCH and was hospitalized in the somatic department.
According to analyzes: In the KLA: HB 172 -162 g/ |, leu-
kocytes 8.94-15.4x109 / |, platelets 360-273x109 /I, ESR
7-10 mm / h, OAM: protein 5.04-5.6 g / |, daily proteinuria
2.87 g / day, BAC: total protein 41-39 g / I, albumin 19-21g
/1, creatinine 73.1-87.7 ymol / |, urea 3-6.8 mmol / |, cho-
lesterol - 2.4-12-2.1 mmol / |; sodium - 144 mmol / |, po-
tassium - 4.87 mmol / |, calcium - 1.44 mmol / |, chlorine
- 107 mmol / I, ANA, ANCA, antibodies to double-strand-
ed DNA - negative.

Ultrasound of the abdominal organs (04/15/2021):
Right kidney size = 97x63mm; Parenchyma thickness PP
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= 22mm; The calyx-pelvic system PP = not expanded, in-
creased echogenicity; Left kidney size = 99x54mm; Paren-
chyma thickness LP = 21mm; The calyx-pelvic system LP
= not expanded, increased echogenicity; Additional fea-
tures = Between the loops of the intestines, the liquid is
6.0 mm thick, in the small pelvis there is V-491 ml liquid,
in the side pockets there is liquid -4.0 mm thick; Conclu-
sion = Reactive changes in the parenchyma of the liver
and pancreas. Cholestasis. Diffuse increase in echoge-
nicity of both kidneys. Ascites.

Ultrasound of the pleural cavity (04/16/2021): Conclu-
sion = Hydrothorax on both sides .; Research results =
In the pleural region on the left, liquid V-372 ml. Right-
V-900ml

Ultrasound of the pleural cavity (after a puncture on
04/20/2021): Conclusion = In the pleural cavity on the left,
fluid V-41ml. right V-111ml.

Upon admission, the patient's condition is moderate. The
skin is of normal color, there are striae on the shoulders,
upper limbs, abdomen. Weight-101kg. The chest excur-
sion is preserved. Auscultation: In the lungs, breathing is
hard, wheezing is wire, in the lower lobes of the right and
left lungs, breathing is not heard. Heart sounds are rhyth-
mic, pathological murmurs are not heard. Heart rate - 88
beats/min, blood pressure - 140/95 mm Hg. Art. The abdo-
men is soft, increased in volume due to ascites. The liver
is at the edge of the costal arch. Stool without pathologi-
cal impurities. Swelling of the face, upper and lower ex-
tremities, abdomen.

The patient underwent a puncture of the right pleural cavity,
evacuated a clear serous fluid of 800 ml, submitted to the
tank for culture, cytology to negative pressure. An aseptic
bandage was applied.

A comprehensive examination was carried out to clari-
fy the diagnosis since the clinic of primary nephrotic syn-
drome is also characteristic of secondary nephrotic syn-
drome, which can be induced by various infections (toxo-
plasmosis, cytomegalovirus, congenital syphilis, tubercu-
losis, malaria, hepatitis B and C, syphilis, acquired immu-
nodeficiency syndrome, etc.); systemic connective tissue
diseases (systemic lupus erythematosus, systemic vascu-
litis); structural dysembryogenesis of renal tissue (includ-
ing hypoplastic renal dysplasia); metabolic diseases (vio-

lation of tryptophan metabolism, glycogenosis, diabetes,
amyloidosis, etc.); thrombosis of the renal veins; heredi-
tary diseases and syndromes (Alport, Klippel-Trenone, ga-
lactosialidosis, periodic illness, etc.); chromosomal diseas-
es (Orbeli's syndrome, Down's disease, etc.).

After the secondary nephrotic syndrome was excluded
during the collection of anamnesis and instrumental and
laboratory studies, a decision was made to conduct pulse
therapy, which confirmed the assumption of steroid-resis-
tant nephrotic syndrome.

RESULTS

Patient A. had a clinical diagnosis: Nephrotic syndrome,
steroid-resistant variant. The kidney function is reduced
(GFR - 84 ml/min according to Schwartz). Bilateral exuda-
tive pleurisy. Hydrothorax. Polyserosite. Symptomatic hy-
pertension. Obesity grade 3. Hypothyroidism

Patient A. was discharged from the ARCH with an im-
provement in the form of normalization of blood pressure
against the background of an ACE inhibitor, a decrease in
edema, the weight decreased to 74 kg. Nephrobiopsy was
recommended to determine the morphological variant of
glomerulonephritis and determine further treatment tactics.

Discussion. Steroid-resistant nephrotic syndrome (SRNS)
is one of the most severe conditions in nephrology, which
is determined by the high incidence of chronic renal fail-
ure (CRF), noted in more than 50% of patients within 5-10
years [6]. According to the data of international registries,
SRNS accounts for 15-29% in the structure of end-stage
CREF in children, being the leading acquired kidney dis-
ease [10].

Conclusions:This clinical case demonstrates that the
nephrotic syndrome is manifested by pronounced ede-
ma, up to the anasarca - they are noted at the onset of
the disease. Usually, this is not a feature of the course
of the disease, but the result of untimely applied thera-
peutic agents. Considering the above, it should be not-
ed that the presence of edema is often associated with
the possibility of developing allergic reactions, Quincke's
edema, and only paying attention to a decrease in urine
volume and the presence of proteinuria allows a correct
diagnosis to be made.
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Bknap aBTOpOB. BCce aBTOPLI NpYHMMany paBHOCUIbHOE yYacTve Npyu HanucaHuy AaHHON CTaTby.
KoHhnuKT nHTepecoB — He 3asiBfeH.

[aHHbIN martepuan He 6bIn 3asBneH paHee, ona I'Iy6J'II/1KaLWII/1 B ApYyrux nsgaHuax n He HaxoguTca Ha pacCMOTpeHUn opyruMmmn nanatenb-
cTBaMu.

[Mpw npoBegeHun gaHHON paGOTbI He 6bIno (UHaHCUPOBaHNSA CTOPOHHUMMW OpraHU3aLaIMn U MeQULIMHCKUMU NpeacTaBuTeNbCTBaMU.
®PrHaHCUpOBaHMeE — He NPOBOANIOCh.

AsTopnapabiH yneci. bapnblk aBTopnap ocbl MakanaHbl xa3syfa TeH Aapexene KaTbICTbl.

Myanenep KakTbIFbICbl — MaMIMAENTEH XKOK.

Byn matepuan 6acka b6acbinsimaapaa xapusanay yiliH OypbliH ManimaenvereH xasHe 6acka 6acbinbiMaapablH kapayblHa YCbIHbINTMaraH.
Ochbl XXYMbICTbI XYPridy Ke3iHAe CbIPTKbl yibiMAap MeH MeauumHanblk eKkingikTepaid kapXKblnaHablpybl )KacanfaH oK.
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