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Pesiome

EDN: PDJHED Llenb: Lenblo viccnenosaHwsa 6610 OLEHUTb BO3MOXKHYHO aCCoLMaLiv0 NonMMopdn3amoB reHa PTGST (rs10306135, rs12353214)
C KNMHUYECKOM 3$GEKTUBHOCTBIO M 6€30MaCHOCTBIO KETOPOMaKa B OTHOLLEHWV MOCe0NepaLMoHHOR 6onu.

Matepuanbl v MeToabl: B viccnenosaHyie 6bi10 BktoueHo 107 NaLyeHToB Noce BUAe0nanapoCckonuyeckoi XoneLucTaKTOMIY,
KOTOPbIM B KaUeCTBE MOCIeoNnepaLoHHOro 06e300N1BaHMA NpUMeHANI ketoponak 30 Mr. 3 pa3a B [ieHb. Bcex nauneHToB
reHoTvnypoBanu no PTGST (rs10306135, rs12353214). OueHka 601eBOro CMHAPOMa OCYLLIeCTBIANACH MPY MOMOLLM BY3yanbHO-
aHanorosoit wkansl (BALL), onpocHuka 6onn Mak-lnnna. Mpodunb HexenaTenbHbIX PeakLWii OLEHNBANCA Mo AVHAMUKe
nokKa3saTenei KpacHo! KPOBW, Kak BO3MOXHOTO TPUITEPa Pa3BUTUA XKeNYA0UYHO-KULLEUYHbIX KDOBOTEUEHN NO METOANKE
rnobanbHow oLeHKe TpureppoB (GTT)
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Pe3ynbtathi: 10 faHHbIM (BALL) 1 onpocHuka 6onm Mak — unna cTaTucTyecky JOCTOBEPHBIX PAasNnimMil B UHTEHCUBHOCTH
60neBoro cMHAPOMa MeXAY BYMA rpynnamu He BbiaBneHo. CTaTucTMUeckn J0CTOBEPHbIX Pa3nuyMii B AMHAMUKE MoKa3aTenei
KpacHOW KPOBW TaK e He BbIANBEHO.

3aknoueHune: Hamu He 66110 0OHAPYKEHO accoumaumnm Mexay HoCUTeNnbCTBOM reHoTvna PTGST (rs10306135, rs12353214)
1 9GdEKTUBHOCTBIO NOCNEONepPaLMOHHOro 06e360/1BaHNA KETOPONAKOM, TaK »e He Obl1o 06HAPYXeHO CBA3U CPUCKOM
pa3BUTUA HeXenaTesbHbIX peakuuii nocne 06e36011BaHUA KETOPOIAKOM.

KnioueBble cnoBa: XoneyncTakToMIs, KeTOponak, nocneonepaLoHHoe obe3bonveanmne, dapmakoreHeTuka, PTGS1

KoHGNMKT nHTepecoB. ABTOPbI 33ABNAIOT 06 OTCYTCTBUM KOHOAMKTA UHTEPECOB.
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Summary

Objective: The study aimed to evaluate the possible association of PTGST gene polymorphisms (rs10306135, rs12353214) with
the clinical efficacy and safety of ketorolac in relation to postoperative pain.

Materials and methods: The study included 107 patients after video laparoscopic cholecystectomy, who received ketorolac
30 mg as postoperative pain relief 2.0 x 3 times a day. All patients were genotyped for PTGS1 (rs10306135, rs12353214). The pain
syndrome was assessed using the Visual Analog scale (VAS), the McGill pain questionnaire. The profile of adverse reactions
was assessed by the dynamics of red blood counts, as a possible trigger for the development of gastrointestinal bleeding
according to the method of global assessment of triggers (GTT).
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Results: According to the VAS and the McGill pain questionnaire, there were no statistically significant differences in the intensity
of pain between the two groups. There were also no statistically significant differences in the dynamics of red blood counts.

Conclusion: We did not find an association between the carriage of the PTGST genotype (rs10306135, rs12353214) and the
effectiveness of postoperative anesthesia with ketorolac, and we did not find an association with the risk of developing adverse

reactions after ketorolac anesthesia.

Keywords: cholecystitis, ketorolac, postoperative analgesia, pharmacogenetics, PTGS1
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BBepeHune

bonee 30 MMUINIMOHOB 4eNOBEK NPUHUMAKT HeE-
CTepoMgHBIe IPOTUBOBOCHANNTENbHBIE MIpeIa-
parer (HIIBIT) xaxxapiit seus [1]a series of studies
of such complications in patients with rheumatic
disease have been carried out based on data from
the Arthritis, Rheumatism, and Aging Medical
Information System (ARAMIS. 9To 4mcno 3Ha4M-
TeJIbHO BBIPOCTIO C YBeIMYeHNeM MCIOIb30BaHNA
6esperentypHbIX 1 penentypusix HIIBII, Huskux
T03 aCIMPUHA U MOCIEAYIOMMUMIU COOOIEHNAMIU 00
UX IIOTEHIa/IbHBIX IIPOTUBOOIYXO/IeBbIX 3G peKTax.
S¢dexrurocts HIIBIT kak TpOTHMBOBOCIAINTEb-
HBIX aHA/IbI€TUKOB He BBI3BIBA€T COMHEHNII, HO UX
mo6ouHble 3¢ deKThl BbI3BIBAIOT OmaceHus1. OHN Ka-
CaI0TCsI B OCHOBHOM CePAEYHO-COCYANUCTOI CUCTEMBI,
IIOYeK, MeYeHM U XKeTyLOIHO-KNIIEeYHOTO TPaKTa.
B nocnentee BpeMsi mo604uHbie 3G HEKTHI CO CTOPOHBI
CepreTHO-COCYAUCTON CUCTEMBI IPUBIIEKAIOT 60/b-
moe BHMMaHue [2, 3]as compared with nonselective
nonsteroidal antiinflammatory drugs (NSAIDs, Ho 4a-
CTOTA U TSKECTh IOPaXKeHM I XKeTYOUHO-KIIIETHOT O
TpaKTa MO-IPeXXHEeMY BbI3HIBAIOT 6€CIOKOIICTBO.
CoOTBETCTBEHHO, YACTOTA TACTPO/YOA€HaTbHOI A3BBI
Konebmercst ot 5% 1o 80% B KPaTKOCPOYHBIX IH[O-
CKONMYECKUX uccaenoBauuax [4] u or 15% mo 40%
y JIULL, JUINTENbHO IPpMHUMatomuXx nedenye [5]. HIIBIT
TaK>Ke IIOBPEXIAI0T TOHKMIT KuineqyHuK [6]the clinical
implications and pathogenesis. Methods: A systematic
search was made through Medline and Embase to
identify possible adverse effects of NSAIDs on the large
and small intestine. Results: Ingested NSAIDs may
cause a nonspecific colitis (in particular, fenemates -
y 70% pnurensHo npuHuMalomyx HITBIT Habmiofaer-
CsA BOCIIaJIeH/€ TOHKOT'O KMIIEYHMKA, a y 30% —apos3unu
nnu a3BHI [7]such as fecal calprotectin. However, stool
markers are not widely available and the precise nature
of this inflammation is uncertain. We used wireless
capsule enteroscopy to quantitate and assess the nature
of the small bowel damage caused by nonsteroidal
anti-inflammatory drugs when taken on a short-term
basis. Methods: Forty healthy volunteers underwent
a baseline capsule enteroscopy and fecal calprotectin
test. After taking diclofenac slow-release 75 mg
twice a day (with omeprazole 20 mg twice a day for
gastroprotection. IloBpexieHne XenyaKa U TOHKOI
KMIIKY CBA3aHO C Pa3IMYHBIMU IIPOOIeMaMy JIeUeHI A
I MHOT/}a C OIIACHBIMY JI/IS1 )KVI3HU OCTIOXKHEHUAMM, Ta-
KJIMU KaK KPOBOTeUeHNe, CTPUKTYPBI 1 epdopannn.

BbIsI0 IpOBE/IeHO MHOXECTBO MCCIeOBAHMIT ITa-
TOreHe3a MOBPEX/eHMA XKeNTyLOYHO-KNIIEeYHOTO
TpakrTa, BeisBaHHOro HIIBII. HIIBII nHru6upyioT
[pocTariaHANH-3Hg0nepoKkeny cunTasy 1 (PTGS1
i COX1) nu COX2, 4To BBI3BIBAET MTOBPEX/ECHME
XeNTyLOoYHO-KIIIIeYHOTo TpakTa [8, 9, 10]. Bei3BaHHOE
HIIBII cHM>KeHMe ypOBHSA NPOCTArTaHAMHOB B C/IM3M-
CTOI1 060/104Ke, cBsA3aHHOE ¢ nHrMbuposanmem COX1,
KOppenupyeT ¢ MOBPeXeHMEeM XelyfKa 1 TOHKOI
kumky [11, 12, 13], koTopoe MoxeT ObITh 0C/1ab/IeHO
BBEJI€HVEM 9K30T€HHBIX IIPOCTAITIaHHOB (14, 15, 18]
placebo-controlled study was carried out to see whether
the synthetic E prostaglandin, misoprostol, would
prevent gastric ulcer induced by non-steroidal anti-
inflammatory drugs (NSAIDs. ITockonpky COX2 He
9KCIIPECCUPYETCS B XKEeNMyLOYHO-KMUIIETHOM TPAKTe, Ce-
nexTuBHBbIE MHIMOMTOPEI COX2 cumratorcs 6onee 6e3-
omacHbIMU, 4eM HecenekTuBHble HITBII (14, 16, 17, 18]
placebo-controlled study was carried out to see whether
the synthetic E prostaglandin, misoprostol, would
prevent gastric ulcer induced by non-steroidal anti-
inflammatory drugs (NSAIDs. IIpexnonaraemsie Me-
XaHM3MBI IOBPEXXIEHNA XKeMyKa BKIIOYaloT OIocpe-
TOBAaHHOE NPOCTATIAH/[MHOM yBelIu4YeHNe CeKperun
KMCTIOTBI Xe/MTyTOYHOTO COKa, YMEHbIIIEHMe CeKPeLun
cusy 1 6ukapOoHaTa, yMeHbIIeHe Mponudepannm
KJIETOK 1 YMeHblIIeH)e KPOBOTOKa Uepe3 CIU3UCTbIe
060104k [19]. Bce 9Ty Ipo1IeCChl MENIAIOT YXYALIAI0T
3a)KMBJICHNUE CIIV3JCTON 060JIOUKY, HO Hab/TI0jaeMble
M3MeHEeHUA ObI/IM TUIIb He3HaunTeNnbHbIMu [19, 20],
U IOBPEXXIeHNe, Ka3aJI0Ch, He IMeIO MHULIMVPYOIIETO
merictBus. bomee Toro, eCTh uccnenoBanne, B KOTOpOM
CO001I1aeTCsI, YTO CHIDKEHME IPOCTATIAHANHOB C/IU3K-
CTOI1 060/I04KM OBIIO He CTO/Ib BayKHBIM B IIaTOTeHe3e
HOBPEX/IeHM A TOHKOI KVIIKY, CKOIbKO 06CeMeHeHue
CIIMBMCTOM XeMyaKa TPaMOTPULIATe/IbHBIMU GaKTepu-
samu. [ToBpexxeH1e CIM3UCTO CBA3aHO IPe/I0I0KN-
TEIbHO C BHICBOOOXKIEHEM TOKCUHOB [21].

JlanbHer e MCCIeTOBaHNA IIOKA3a/Il, YTO IPOCTa-
IIaH[VHBI CIIM3UCTON 060/I0UKY XKeMyaKa 1 TOHKOM
KMIIKY MOTYT OBITh CHMOKEHBI Ha 95-98% 6e3 1mo-
BpeX/eHMsI CIM3UCToi 060m0uk (1,12, 21], uto 66110
noaTBep)xfeHo Ha mbimrax ¢ COX1 (21, 8, 11].

ITenpro MccnegoBaHyuA ObIIO OLEHUTb BO3MOX-
HyI0 acconmanuio noaumopdusmos rena PTGS1
(rs10306135, rs12353214) ¢ knuHn4ecko adpdekTns-
HOCTBIO 11 6€30I1aCHOCTBIO KeTOPOJIaKa B OTHOLICHUY
HOC/IeOTIePaIIOHHOI 60MN.



MaTepman bl 1 MeTOoAbl

JlaHHOe MccefoBaHme 0Z0OPEHO KOMUTETOM I10 THKE
Hay4YHBIX MCCIefloBaHMIl Poccnitckoit MeuIMHCKOM
aKaJeMIM HeIPepPBIBHOIO NPOdeCcCHOHANTbHOTO 00-
pasosanusa Munsgpasa Poccun (mpotoxon Ne 10 ot
19 nexabpst 2017 r). B aToM 06CcepBalMOHHOM K/IMHU-
YeCKOM MCC/Ie0BaHNM IpuHUManu yyactue 107 ma-
LIME€HTOB C HEOC/IO)KHEHHDBIM OCTPBIM Ka/IbKY/I€3HbIM
XOJIELVICTUTOM, KOTOPBIM ObI/Ia BBITIO/THEHA BUEOTA-
MapOCKONMYECKas XOMeI[MCTIKTOMMUSA U MPOBE/IeHO
IepUOIEePaLMOHHOE JIEYE€HE COIJTACHO ONTUMU3U-
POBaHHOMY IPOTOKOTY YCKOPEHHOTO BOCCTaHOBJIE-
Hus (FastTrack Surgery/ERAS). udopmmpoBanHoe
corjiacyue Ha y4yacTue B JAHHOM MCCNIe/JOBaHNUMA TIOJ-
MJCaHO BCeMM yYacTHUMKaMM. Bce manmeHTs! ObIn
COMNOCTAaBMMBI II0 BO3PACTY, IIONTY, BpeMeH! OIlepalii,
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Ha/IMYMIO CONYTCTBYIOLIEN IIaTONIOT UM, BDEMEHN OT
Havasa 3a00/eBaHmsA 10 oepanuu. Y BceX NMalyeH-
TOB 3a BpeMs F'OCIUTAIN3aLNN OCYIIEeCTBILANN 360D
1L[e/IbHOM KPOBY C IIOC/IEA YOI MM T€HOTUIIMPOBaHIEM
C IIOMOIIbIO TIONMMMepPa3HoIt LienHol peakyuy — [TITP
B peXX1Me peaZbHOro BpeMeHNn. O6e360/11BaouIyo
a¢dexTUBHOCTD OlleHMBaAM Npyu nomouiyn BAIII
4yepes 2, 6, 12, 24, 36, 48 4acoB 1 onpocHuKa 601u
Max-T'mnna. IIpoduinp HexenaTenbHBIX peakIuil Ha
done 06e3601MBaHMSI KETOPOTAKOM OLEHWBAJICS 10
AMHaMIKe ITOKa3aTenell FeMOrTo0uHa U SpUTPOLIU-
TOB, KaK TPUITEPa PA3BUTUA XKeNTyJOYHO-KUIIEUYHBIX
KpOBOTEUEHMNIT, B TOM YMCTIe Y «CKPBITBIX» 10 JAHHBIM
«MEeTORMKU I106aNbHOI OLjeHKN Tpurrepos» Global

Trigger Tool (GTT).

Kpmepvm BKJ/1lO4YE€HNA NaLuneHTOB B nccnengoBaHne

B uccnenosaHye ObIIM BKIIOYEHB! TAallMeHTHI C He-
OC/IO)KHEHHBIM OCTPbIM KaJIbKY/IE3HBIM XONIEIMCTUTOM
B BO3pacTe OT 18 f1o 85 y1eT, 6e3 TAXeNoit COMyTCTBY-
foulelf maTonoruy (AHeCTe3MONOTMIeCKUIl PUCK TO
ASA I-1I), ¢ maccoii Tenma ot 45 o 110 KT, cO CpoKOM

CraTucTnyeckunim aHanms

Craructinyeckas 06paboTka pe3y/IbTaToB OCYILeCTBILA-
nmace mporpammubiM obecredernieM STATISTICA 10.
C nomorpio Tecta Manmpo-Yuika ganHsre 6p111 IPO-
BepeHI)I Ha HOpMaHbHOCTb. y‘{I/ITbIBaH, YTO OJAHHBIC HE
COOTBETCTBOBA/IN KPUTEPUSIM HOPMATbHOCTH, CTATUCTH-

Pe3ynbTatbl

B 1mesoM maumueHTH MO MOMUMOPGHOMY MapKepy
rs10306135 rena PTGSI 651111 TOMO3UTOTHBIMU IO
DVKOMY Tumy (He 0OHapy»XeH MCCIeIyeMBblil IOJIN-
MopdusMreHa) B 65,4%; FOMO3UTOTBI ¥ T€TEPO3UTOTHI
1o monuMoppHOMy Mapkepy rs103061358 34,6%. ITo

OT Hayasa 3a60/IeBaHNsA O OIlepayuy He Gonee 72
qacoB. Tak)ke IPOTUBOIIOKA3aHMEM K YYACTHUIO B MC-
CIefoBaHMY OBIIO HAMMYVe a//IePIUM Ha KeTOPOJIAK,
paHee IepeHeCeHHbIE OIEPALIM Ha BePXHEM 3Taxke
OpIOIIHOI IIOTOCTH.

YecKye CpaBHEHMA MEXIY IByMA He3aBUCUMbIMMU TPYTI-
ImamMmn HPOBOI[I/I]II/ICI) C UCITO/ZIb30OBaHMEM U-KPI/ITepI/IH
Manna-Yutanu. CraTuctudeckas 3Ha4MMOCTD Oblia
ycranossieHa Ha yposHe 0,05. [JanHble IIpe/iCTaB/IeHbl
KaK CpeflHee 3HaYeHNe + CTaHAApPTHOE OTK/IOHEHNe.

nonumoppHoMy Mapkepy rs12353214 rena PTGSI ro-
MO3UTOTHI 6e3 monumMopdusMa BCTpedanuch B 72%;
TOMO3HTOTBI ¥ TeTePO3UTOTHI IO IIOMUMOPPHOMY Map-
Kepy rs12353214—- B 28%. Pacnipefieniennie reHOTUIIOB
IIpeficTaBIeHo 6 mabauue 1.

Monumopodusm Annenb

KonuuectBo, n (%)

HOukuit Tun AA
MyranTHblit annens AT+TT

PTGSI1 rs10306135 Wild type AA

70 (65,4%)
37 (34,6%)

Mutant allele AT+TT

HOuxuit Tun CC
MyranTHb annens CT+TT

PTGSI rs12353214 Wild type CC

77 (72%)
30 (28%)

Mutant allele CT+TT

Polymorphism Allele

Quantity, n (%)

BnuaHune PTGS1 rs10306135 n rs12353214

Ha 3P PeKTUBHOCTb 06e30601MBaAHNA KETOPOIAKOM

Hp]/[ OL€HKE MHTCHCUBHOCTU 6071eBOTO CMHJpOMaA B 3aBUCMMOCTN OT Ha/TM4INA VIV OTCYTCTBUA HOIII/IMOp(bI/IES-

MOB 1s10306135 1 1512353214 PTGS1 craTucTiyecKn JOCTOBEPHBIX Pas3IMyuil HOMy4YeHo He Obuto. (maba. 2, 3).

Ta6bmumna 1.
Pacnpepienienne reHOTUIIOB 110
PTGSlnanuenToB

IIpumevanne:
PesynbraTsr janHbpix BAIIT
M OLIeHOYHOJ IIKa/Ibl 60/u
Max-T'nnna

Table 1.

Distribution of Genotypes by
PTGSlpatient

Note:

VAS and McGill Pain Rating
Scale Results
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Tab6numa 2.

PesynbraTs onenkyu mo BAIII
u Mak-T'unn npyu ucnonb3osa-
HIM KETOPOJIaKa, B 3aBUCHMO-
CTY OT Ha/IMYUA TIONTUMOP-
¢pusma PTGS1 rs10306135

Table 2.

Evaluation results for VAS
and McGill using ketorolac,
depending on the presence of
PTGS1 rs10306135 polymor-
phism

Tabnumna 3.

Pesynbrare! onenku no BAIIT
un Max-I'mnn npu ucnonb3osa-
HIY KeTOPO/IaKa, B 3aBMCIMO-
CTU OT HA/INYUA IO/IMMOP-
¢duama PTGSI rs12353214

Table 3

VAS and McGill assessment
results with ketorolac, depend-
ing on the presence of PTGSI
rs12353214 polymorphism

Tabnuna 4.

CpaBHeHMe IMHAMUKI
moKasarereii reMoro6u-

Ha U 9pUTPOLUTOB IIPK
MCIIONb30BAHNI KeTOPOIAKa,
B 3aBYMCMMOCTY OT Ha/IM 45l
nonumopdusma PTGS1
1510306135

experimental & clinical gastroenterology | Ne200 (4) 2022

leHoTun Genotype

B . [uvKunin Tun Hanuuve nonumopousma
peMeHHoii HTepBan N=70 N=37
(vacb) W'Id_t p f_ | hi P-value
Time interval (hours) ndtype resence ot polymorphism
PTGS1rs10306135 PTGS1rs10306135
AA ATHTT

2 4.83 £2,402 5,30+2,367 0,423

6 5,23+1,927 5,81+1,984 0,192

12 4,83+2,078 5,19+2,222 0,236

24 3,8+1,854 4,14+1,903 0,304

36 2,76%1,419 2,97£1,518 0,563

48 1,74+1,270 1,951,201 0,471

MaxcTunn cymma 18,90+12,243 17,89+11,606 0,663

McGill sum
Genotype
Oukun Tun Hanuuvne nonumopdusma
BpemeHHoI nHTepBan (4acbl) N=77 N=30 P-value
Time interval (hours) Wild typeN=77 Presence of polymorphism
PTGS1rs12353214 PTGS1rs12353214
cc CT+TT

2 5,22+2,257 4,40+2,647 0,114
6 5,55+1,923 5,13+2,047 0,380
12 4,84+1,913 5,232,609 0,414
24 4,011,902 3,67+1,788 0,668
36 2,91+1,425 2,631,520 0,581
48 1,90+1,242 1,601,248 0,339
MaxcTunn cymma 18,71+12,323 18,13+11,246 0,925

McGill sum

BnusHne PTGS1 rs10306135 Ha 6e30nacHOCTb 06e360/11MBaHNA KETOPOJIaKoM

ITpy cpaBHeHUM AMHAMUKY IIOKa3aTeseil KpacHOM!
KpOBM B 3aBUCHMOCTM OT HAJIMYUsL UIX OTCYTCTBUS
nonumopdHoro mapkepa rsl0306135 PTGSI cra-
TUCTUYECK) TOCTOBEPHBIX Pa3/INuMil He IONTyYeHO.

OTMevaeTcs yBenudeHNe JMHAMUKY OTHOCUTETbHOI!
pasHuLbI reMorno6uHa Ha 0.4 (p=0,600) 1 spuTpoLu-
toB Ha 0.1 (p=0,898) y HOcuTeelT JAHHOTO MOTUMOP-
¢dHoro mapkepa (mab. 4).

leHoTUN
Genotype

Mokazatens ,[lw.Kmﬁ Tun Hanuune nonumopdusma
Indicator Wild type N=37 P-value

N=70 Presence of polymorphism

PTGS1rs10306135 PTGS1rs10306135
AA ATHTT

Hb po nevenus 138,24+10,573 140,16+11,498 0,506
Hb nocne neuenus 132,37+10,388 133,701,338 0,595
Hb pasunna abe. 5,87+2,648 6,46+4,337 0,958
Hb pasuuna otH. (%) 4,2+1,880 4,612,964 0,984
9p [0 neyeHn s 4,59+0,486 4,67+0,520 0,600
Op mocre neYeHn s 4,48+0,487 4,55+0,501 0,515
Op pasHnna abe. 0,113+0,080 0,123£0,090 0,743
9p pasmuiga ot (%) ErR 2,5+1,696 2,611,824 0,898

Difference R. (%)
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BnusiHne PTGS1 rs12353214 Ha 6e30nacHOCTb 06€360/1MBaHNA KETOPOIAKOM

IIpu cpaBHeHMM AMHAMMKY IIOKa3aTesell KpacHOI
KpPOBU B 3aBUCUMOCTH OT Ha/IMYMSA VI OTCYTCTBUS
nonumopdHoro Mmapkepa PTGSI rs12353214 6b11u
HOJIyYeHbl CNIeAYIoLINe pe3ynIbTaThl. (mabn. 5). Y Ho-
cuTteneir MmytanTHoro annena PTGS1 rs12353214

OTMedYaeTcs yBe/MYeH e IMHAMIK abCOMIOTHO pas-
Hu1el Ha 0,22 (p=0,851) U OTHOCUTENIBHOV Pa3HMUILbI
Ha 0.2% (p=0,789) remorno6uHa. CrefiyeT OTMETUTD,
YTO pPa3NuuMsA JAaHHBIX TaK K€ CTATUCTUUECKU He J0-
CTOBEPHBI.

[eHoTMN
Genotype
Mokazatens ,El,m.me T™mn Hanuuue nonumopousma
Indicator Wild Type N=30 P-value
N=77 Presence of polymorphism
PTGS1rs12353214 PTGS1rs12353214
cC CT+TT
Hb o nevyenus
Hb before treatment 139,31£10,497 137,87+11,950 0,680
Hb nocre nevenun 133,30£10,429 131,63211,433 0,534
Hb after treatmen
Hb pasunna abe.
Hb is the absolute difference 6,01£3,267 6,233,510 0,851
Hb pasunna otH. (%)
Hb difference rel. (%) 4,3+2,272 4,5+2,419 0,789
Red blood cells 4,65+0,481 4,53+0,537 0,378
before treatment
Red blood cells before 4,53+0,469 4,43+0,544 0,401
treatment
3p pasHnna abe. =
Red blood cells abs 0,121+0,091 0,105+0,60 0,661
difference
Op pasuHnna otH. (%) 2,6+1,862 2,3+1,365 0,789

O6cyxaeHne

Haure nccnegoBanue ObI/I0 HaIlpaB/IeHO Ha OIIpefieie-
Hte poryu monumop¢usmos resa PTGS1 B apdextus-
HOCTM 1 6€30I1aCHOCTH 06e360/1BaH s KETOPOTTAKOM.
B 3apy6excHoI mUTepaType IpefcTaBIeHbl pabOTHI 110
BusHuio PTGS1 na mera6onusm HITBC. EcTb paboTst
onennpamomue puck passurua HIIBII - ungynupo-
BaHHBIX JKe/TyJOYHO-KIIIEYHbIX KPOBOTEUEHNII 1 Te-
HMAaTOTOKCUYHOCTHU IIPY NPUMeHeHNN AuKIodeHaKa
B 3aBMCUMOCTH OT Hamm4us nonumopdusma PTGS1
(17,8). Biusinme aynenbHbix BapuantoB PTGSI Ha dap-
MaKOAVHAMMUKY, 9pPeKTUBHOCTD U HeXelaTeIbHble
peaxuuu or HIIBII 6561710 OLleHEHO elile B HECKOMTBKIX
uccregoBaHuax. Hanbomnee vacTsiMu M3y 4eHHBIMU
annenamu apngiorca 50C> T, -842A> G u 1676T>
C [22]. B HaleM yccnefoBaHUM 110 OLieHKe 3 dek-
TUBHOCTY ¥ 6€30IaCHOCTY HOC/IEONepaliOHHOTO
00e3001MBaHNA KETOPOJIAKOM, B 3aBUCUMOCTH OT
Ha/Inm4ns 1160 OTCYTCTBUA OTMMOP(QHBIX MapKepoB
PTGS1 rs10306135 n PTGS1 rs12353214 craTtuctu-
YeCKM JOCTOBEPHBIX Pas3IMyuMil IO MHTEHCUBHOCTH
HOCTIeOIIepaliIOHHOT0 60/IEBOTO CUHAPOMA IOy 4eHO

(DVIHaHCVIpOBaHVIe:

He 65110. Tak e He OBIIO BBIABIEHO CTATUCTIIECKN
HOCTOBEPHBIX PasIM4Nil B AMHAMIUKE IIOKa3aTeeil
KPacHOJ KPOBM B 3aBUCMMOCTY OT HaAN4MA 1160
OTCYTCTBMS JAaHHBIX MONMMOpGU3MOB Ipu 06e360-
JMBaHUY KETOPOJIAKOM. BIMsAHME reHeTYeCKIX Ba-
PMAHTOB Ha JIEKAPCTBEHHBIN OTBET i1 HECTEPOUJIHBIX
IIPOTUBOBOCIIAIUTENbHBIX IIPENapaTOB OIMMCAHO BO
MHOTYX UCCTeNOBaHUAX. JlaHHbIe MHOTOOOPAa3HBI,
HO B OOJIBIIMHCTBE MCCeTOBaHNIT aBTOPBI OTMeYa-
10T 3HAUUTEIbHYIO CBA3b IeHOTHIIA C 3 (eKTUBHO-
CTBIO 1 6€30MaCHOCTBIO IPUMEHEHN A NIPerapaToB.
Heob6xopuMo nmpoBefeHye gaqbHENIINX MACIITa0-
HBIX JICC/IEIOBAHMII B OTHOLIEHWM OTIPefie/IeHU A POIIU
B/IVSIHNS TeHETUYECKUX 0COOEHHOCTel allIeHTOB
Ha MeTabonuam Metabonusm HIIBIL. IlpumeHeHne
IIepCOHATM3UPOBAHHOTO IIOAXO/ia, € yyeToM dapma-
KOTE€HEeTMYeCKMX 0COOEHHOCTell MOXXeT MO3BOMINUTD
panmoHanu3MpoBaTh HasHaYeHMe 06e360MBAOLINX
IIpenaparos, yBenuunsaa ux 3GpQpekTuBHOCTD U CHU-
Xasi PUCK PasBUTHS He)Ke/laTeNbHbIX PeaKIil.

Pabora BbinonHeHa Npu drHaHCOBOM Noaaepxke rpaHTa Npe3naeHTa Poccuiickoin Oepepaunn ana rocynapcTBeHHON Noa-
NEPXKM BefyLLMX HayuHbIx Wkon Poccuickon Oepepaumi, Homep HIL-2698.2020.7, Tema «DapmMakoreHeTUyecKkumit noaxon

K NnepcoHanmnsaumnm nocneonepaunoHHoro 00e30011BaHUA»

This study was supported by a Russian Federation President grant for state support of leading scientific schools of the Russian

Federation N2 S5-2698.2020.7

Ta6bmumna 5.

CpaBHenme OUHAMUKN
rmoxasaTresiet reMorniobu-
Ha M 3pUTPOLVTOB IPU

MCIIO/Ib30BAHUM KETOPOJIAKa,
B 3aBUCUMOCTH OT HAMNMYIUA

nmonumopdusma PTGS1
rs12353214

Table 5.

Comparison of haemoglobin

and erythrocyte dynamics
with ketorolac, depending
on the presence of PTGS1

rs12353214 polymorphism
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