1/2016

Imternational Bulletin of Otorhinolaryngology

TonukanHa WHTPdHA3d/IHd dHANTE3NA C

EMLA npu 3aTBOpeHa puHONnacTuka
Topical intranasal analgesia with EMLA for closed rhinoplasty

A. CtedthaHos, J1. MaHyeB, K. MeHueBa*, C. CtecdaHoBa, . Apabaaxues
Knunuka no otopuHonapuHronorua, KnumHuka no aHecte3nonaorus u MHTEH3UBHO JIEYEHME,
YMBAJ ,[pogp. a-p Ct. Kupkosuu“ AZl, Meanuurckn ¢akyntet, Tpakuicku yHusepcutet, Ctapa 3aropa
*Knunuka no otopuHonapuHronorus, lNMepsa MbAJT - Copus EAL, Copus

Stefanov A., Manchev L., Mencheva K., Stefanova S., Arabadzhiev G.
Department of ENT diseases, University Hospital ,Queen Yoanna“ - Sofia EAD ISUL

Pe3iome

Hen: Punomactukara e TpaBMaTH4YHa IPOLEAYpa, CBbp3aHa C
rocroneparuBHa 0oika. Llenra Ha TOBa NpoyuBaHe € Jia ce yCTaHOBH
e(eKThT Ha TONMKAIHO UHTpaHa3aaHo npuioxed EMLA 5% cream
(lidocaine 25 mg/prilocaine 25 mg) BbpXy 00JKaTa B OCTOIEPATUB-
HUS IEPHOJ] TIPH MAIMEHTH, TOJIOKEHH Ha 3aTBOPEHA PUHOILIACTHU-
Ka.

Marepuaiu u meroau: 3a nepuopa or okTomBpu 2014 1o maii
2016 1. 6sixa BKIIFOUYEHHU B IIPOYYBAHETO 066 MALMEHTH, MOUIOKEHH HA
3aTBOpEHa PUHOIUIACTHKA, pasefieHu Ha 2 rpynu. B egnara rpyma
(n = 33) npu MaKETUPAHETO ¥ IIOCTABEHOTO HA HA3AJIHUS CIUIMHT Ha
BCEKH OT MHTPaHA3AJHUTE TAMIIOHH (C TeJIacliOH) Ce alIMIHpaxa 1o
2 ml EMLA 5% cream, a npu koHtpoiana rpyna (n = 33) ce nocra-
Bsixa 1o 2 ml deflamol ointment ra Tamnon. Benukn nanuentu Gsixa
OINepHpaHy Mo 00Ia aHeCTe3us! IPH YBOJ C BEHO3EH aHECTECTETHK
npornodos ¥ MOJIbpKaHEe HA aHECTE3UsITa ChC CEBO(IypaH U OIu-
ojieH aHasreTuk. Clie BbBEXK/1aHE Ha MALMEHTa 1107 00111a aHeCTe3ust
OIeparopbT OCHIISCTBIBAILE JOKAIHA HHOUITPALMOHHA aHECTE3Us
¢ pasztBop Ha lidocaine 0.5% c adrenaline 1: 100000 4—6 M. Benuku
MaLUEeHTH NoltyyaBaxa nepopaino antuouotuk (klacid mim zinnat) 3a
reprozia Ha makeTupaneTo. [Ipy HUKOW MOCTONEPAHT HEe ca BKIIOY-
BaHU KopTHKocTepouau. [loctoneparuuara 6oiKa ce oleHsBalle 110
BH3yaJlHaTa aHaJorosa ckaia Ha 1, 3, 6, 12, 24, 48 yac npu nanueH-
TUTE OT JABETE TPYIIH.

Pesyararn: Ot HanpaBeHUs! CTATUCTUYECKU aHAIIM3 € BUAHO, Ye MMa
CUIHU(DUKAHTHA PA3/IMKa B OTUSTEHUTE PEe3y/ITaTH 3a MOBIMABAHE HA
rocrorneparuBHara 6osika Ha 1, 6 u 12 yac npu JiBeTe npoyueHH rpyIu.
Ipu 4 (12%) ot maumentute ot rpynara ¢ EMLA (umamu BAC > 40
mm) ce BKJIIOYHM HEONMOWJICH aHAITEeTHK B IbpBUTE 24 yaca, a TpH
MALMEHTUTE OT KOHTpoJHaTa rpyna npu 13 (39%) ot Tax.
3akmoyenune: Murpanasanto npunoxkenust EMLA 5% cream npu
[aKeTUpaHeTo € e(pHKacHa M CeMIula TeXHHKAa 3a HaMallsiBaHe Ha
[ocToNepariBHaTa OO0JIKa MPU MALMEHTH, TTOJIOKSHH Ha 3aTBOpPEHA
PHHOIUIACTHKA, TIPU KOETO HE CME YCTAHOBUIIU CTPAHMYHH HEXKEJIAaHU
eexTH IpU mpoyyBaHaTa Ipyna ManueHTH BbIpeku Tasu off label
YTUIIH3ALHS.

KirouoBu gymun: EMLA cream, 3aTBOpeHa pUHOIUIACTHKA; TOCTOIIE-
patuBHO 00e30071s1BaHe

Abstract

Background: Rhinoplasty is a traumatic procedure associated with
postoperative pain. The purpose of this study is to determine the effect
of topically administered intranasal EMLA 5% cream (lidocaine 25
mg/ prilocaine 25 mg) on the pain experienced in the postoperative
period by patients who underwent closed rhinoplasty.

Materials and methods: The study was conducted between October
2014 and May 2016 and included 66 patients divided in two groups,
all of whom underwent closed rhinoplasty. In the first group (n = 33)
when packaging and placing the nasal splint, each intranasal tampon
(with Gelaspon) was applied with 2 ml EMLA 5% cream, and in
the control group (n = 33) 2 ml Deflamol ointment was applied on
each tampon. All patients were operated under general anesthesia
after introduction with intravenous Propofol and maintenance of the
anesthesia with Sevoflurane and opioid analgesic. After placing the
patient under general anesthesia, the otorhinolaryngologist carries on
with local infiltration anesthesia with a solution of lidocaine 0.5%
and adrenaline 1: 100,000 4-6 ml. All patients received oral antibiotic
treatment (with Klacid or Zinnat) for the period of the packaging. No
corticosteroids were included in the therapeutic scheme. Post-opera-
tive pain was assessed on a visual analog scale on the 1, 3, 6, 12, 24,
48 hour in the patients of both groups.

Results: The statistical analysis shows that there is a significant dif-
ference in reported results for the treatment of post-operative pain
on the 1, 6 and 12 hour period in both groups studied. Four of the
patients (12%) in the EMLA group had results from the VAS > 40
mm and required administration of a non-opioid analgesic in the first
24 hours, whilst in the control group this number of patients was 13
(39%).

Conclusion: Intranasal application EMLA 5% cream in the packag-
ing for reducing postoperative pain in patients who underwent closed
rhinoplasty proves to be a simple and effective technique, in which
we have not found adverse side effects in the study group patients
despite this off label usage.

Key words: EMLA cream, closed rhinoplasty, postoperative anal-
gesia.
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BuBenenue

TonukanHO MpUIaraHUTE AHECTETUIM KAaTO eBTEK-
TUYHAaTa cMec (CMeC OT BellecTBa B OMpeere-
HU TPONOPIIMHU, KOATO C€ TOMU M CE€ BTBBPIsBA
MpH €IHa TeMIepaTypa) OT JIOKAJTHH aHECTETHIIH
—xkpema EMLA, ce npenopbyBar 3a JoKaJIHa aHec-
Te3Ms Ha KOYKaTa MpH MOCTaBsIHE HA UIJIU, TTOBBPX-
HOCTHU XHPYPTUYHHU IMPOLEIYpPH, KOKHU MPHUCAT-
KM, 00paboTKa Ha JIOKAJIU3WpPaHU pPaHu, KaKTO U
3a aHeCTe3Ws Ha JIMTraBUIlaTa Ha TCHUTAIMUTE B
noza 1.5-2.0 g/10 cm® (1). KonTpaunaukanuure
Ce CBEKAT JI0 CBPBXUYCTBUTEIHOCT KbM JIOKAIHU
AQHECTETHIIM OT IpyTaTa Ha aMUIUTE U BPOJCHA WIIN
UIMONaTHYHA MeTXeMoroouHemus (2, 3, 4, 5).
[Ipu nocrasine Ha kpeM EMLA BbpXy 3/1paBa koxa
MO/I OKJTy3MBHA TPEBPH3KAa BPEMETO 32 MOCTUTAHE
Ha HaJIeKTHA aHecTe3us ¢ 1-2 yaca, abcopOupaHeTo
npe3 TeHUTAIHUTE JIMTaBUIM € MOo-Obp30 U 00e3-
OoIIsIBaHETO Ce TMOCTHra 3a Mmo-kparko Bpeme. Cren
npunarane Ha 10 g kpem EMLA BbpXy BarnHaiHu-
T€ ThKaHU 32 10 MUHYTH MaKCUMAaJHUTE IJIa3MEHU
KOHIIGHTpAIMU Ha JIUJIOKAaWH U TPHIOKUH (CPeIHO
0.18 pg/ml u 0.15 pg/ml) ce gocTurar npuOIU3UTEN-
Ho cnen 2045 munyt. EMLA cream npenn3BukBa
nBy(a3Ha ChI0BA peakiys ¢ HadyalHa Ba30KOHCTPH-
kuus. He ce nHaOmromaBar orpunarenHu eexTu
BBbpPXY 3apacTBaHETO HA PaHUTE M OaKTepuaHaTa
¢opa. Crnen egHokpaTHo npuiarane Ha 5—10 mg
EMLA xpem BbpXy paHu Ha Kpakara 3a Bpeme ot 30
MHUHYTH, MAaKCUMaJlHA TUIA3MEHU KOHLICHTPAIM Ha
mpokavH (B rpanunure Ha 0.05-0.25 pg/ml) u Ha
npwiokanH (B rpanuimre Ha 0.02 pg/ml u 0.08 pg/
ml) ce nocrurar cien npubmusutenHo 1-2.5 gaca.
Crnen npunarase B MpoAbIDKEHUE Ha 24 yaca Makcu-
MaJHHTEe TulasMeHu HuBa Ha jupokawd (0.19-0.71
pg/ml) n mpuokans (0.06—0.28 pg/ml) 0OMKHOBEHO
ce nocrurar 3a 2—4 yaca (6, 7, 8, 9, 10, 11, 12).
[Mpensun ¢dapmakoguHaMUYHU U (papMaKOKUHE-
TUYHU XapakTepucTuku Ha kpema EMLA u nunca-
Ta Ha MHJUKAIUY 32 IPUJIO)KEHUE HAa MEUKaMEHTa
C HACOYECHOCT Ha3ajiHA JINTaBHUIA C PAHEBH YBPEXK-
JaHUs, CUETOXME, ue TpsAOBa Ja MPOYYHM Tasu
ormuus (1, 13, 14).

Hea

Punonnactukara e TpaBMaTuyHa mpoueaypa, CBbp-
3aHa Cc mocToneparuBHa Ooika. [{enra Ha ToBa TIpO-
y4BaHE € Jla Ce YCTAaHOBH €(EeKTHT Ha TOMHUKAIHO
UHTpaHa3asHo mnpuioxeHatra EMLA 5% cream
(lidocaine 25 mg/prilocaine 25 mg) BepXy Oonkara
B paHHUS TIOCTOTIEPATHBEH MTEPHOI.
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Introduction

Topical application of anesthetics in the form
of eutectic mixture (a mixture of substances, in
certain proportions, which melts and solidifies at
exact temperature) of local anesthetics — cream
EMLA, is recommended for local anesthesia of the
skin when placing needles, performing superficial
surgical procedures, skin grafts, treatment of local-
ized wounds, as well as for anesthesia of mucous
membranes of the genitals in a dose 1.5-2.0 g/10
cm?® (1). Contraindications are limited to hypersen-
sitivity to local anesthetics of the amide group and
congenital or idiopathic methemoglobinemia (2, 3,
4,5).

When placing the EMLA cream on intact skin
under occlusive dressing, the estimated time to
achieve reliable anesthesia is 1-2 hours, while the
rate of genital skin absorption is faster and anes-
thesia is achieved in a shorter time. After apply-
ing 10g of EMLA cream on vaginal area for 10
minutes, the maximum plasma concentrations of
lidocaine and prilocaine (average 0.18 pg/ml and
0.15 pg/ml) are reached after approximately 20-45
minutes. EMLA cream causes a biphasic vascular
response with initial vasoconstriction. There are no
adverse side effects on wound healing and bacterial
flora. After a single dose of 5-10 mg EMLA cream
on wounds of the legs for 30 minutes exposure
time, maximum plasma concentrations of lidocaine
(range 0.05-0.25 pg/ml) and prilocaine (range of
0.02 png/ml-0.08 pg/ml) are reached after approxi-
mately 1 - 2.5 hours. When applied for a period of
24 hours the maximum plasma levels of lidocaine
(0.19-0.71 pg/ml) and prilocaine (0.06-0.28 pg/
ml) are usually reached in 2—4 hours (6, 7, 8, 9, 10,
11, 12).

Taking into consideration the pharmacodynamic
and pharmacokinetic characteristics of the EMLA
cream, and the absence of indications for drug
administration with special focus on nasal mucosa
wounds, we thought we should investigate this
option (1, 13, 14).

Aim

Rhinoplasty is a traumatic procedure associated
with postoperative pain. The aim of this study was
to determine the effect of topically administered
intranasal EMLA 5% cream (lidocaine 25 mg/pri-
locaine 25 mg) on the pain in the early postopera-
tive period.
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Marepuaiin u MmeToIH

3a nepuoaa ot okromBpu 2014 no maii 2016 1. ce
MpPOBE/Ie TMPOCHEKTUBHO HAOIIONATEIHO MPOyY-
Bane B KYHI' Ha VYHuBepcuterckata OonHHIIA B
rp. Crapa 3aropa npu naiueHTH Ha Bb3pact > 18
TOJIMHH, TOJUIOKCHN Ha 3aTBOPEHA PHHOILIACTHKA
3a ecTeTHuYecka Kopekuus. B mpoyuBanara rpyma
(n = 66) umame 57 xenu u 9 muxe (13.6%) Ha
BB3pact 24, 6 (+4.1) rox., c BMI 21, 97 (£ 3.83) u
kinac mo ASA: 1. [lanmentute ce pangoMu3upaxa
B JIBE TPYIU HA CIy4YacH MPHUHIIMII C XBHPJSHE Ha
MoHeta. Exnara rpyna (n = 33) npu nakeTupaHeTo
Y TIOCTaBSHETO Ha Ha3aJHMS CIUTMHT Ha BCEKH OT
WHTpaHa3alHUTe TamrnoHu (¢ gelaspon strip) ce
arMIypaxa cbC crnpuHIoBka mo 2 ml 5% cream
EMLA (Astra Zeneca), mpu KOHTpPOJIHA Tpymna
(n = 33) Ha TamMnoH ce mocraBaxa nmo 2 ml kpem
deflamol ointment (,,Codapma‘ AJ).

[Ipy BcHUKM ManMeHTH OlepaThBHATa MHTEPBEH-
oUsl ce M3BBpIIBAIIE TOA 00IIa eHAOoTpaxeanHa
aHecte3usi — yBoj ¢ propofol 1.5-2 mg/kg, suxa-
methonium 1 mg/kg, u mommbpkaHe ChC SEVO-
flurane 0.8-1.4 vol.%, WHTEPMUTEHTHO OOIYCHO
fentanyl 1.5-5 pg /kg/ no3a u atracurium besylate
0.3-0.6 mg/kg/ noza. Cnen BbBEeXKJaHEe Ha MAllH-
eHTa 1moj o0IIa aHecTe3us] ONepaTopbT OCHUIECT-
BSABAIIE JIOKAJTHA WH(DUIATPALMOHHA AHECTE3Us C
pastBop Ha lidocaine 0.5% c adrenaline 1: 100000
4-6 mu. ITanueHnTuTe OT ABETE IPyNH MOJIy4aBaxa
B Kpas Ha aHecresusita degan 10 mg iv. Beuukn
MalMeHTH ToJlyyaBaxa IEepOpaHO aHTHOMOTHUK
(klacid mnm zinnat) 3a mepuoga Ha TAKETHPAHETO
(48 4.) 1 HUKOI1 HE € MoTyYaBaj KOPTUKOCTEPOUIH.
[TocroneparuBHara 6onka ce onenssamie no BAC
- Bu3yasiHata aHaiorona ckaia (0 mm g0100 mm)
Ha 1, 3,6, 12, 24, 48 yac npu NalMEeHTUTE OT JABETE
rpynu. Ilpu oruntane Ha BAC noseue 40 mm B
HSIKOH OT MOHUTOPHPAHUTE BPEMEBH MHTEPBAJH CE
npunarame dexofen 50 mg iv.

Pesynraru

M3mnon3Banu cTaTUCTUYECKH METOAHU — OIIMCaTC/IHa
CTaTUCTUKA HA KAUECTBEHW M KOJIUYECTBEHM IIPO-
MEHJIMBH; TECT 32 HOPMAJHOCT Ha pa3lpesiesieHue-
To Ha D’Agostino-Pearson; mapamerpudeH aHam3
3a OIlEHKa Ha XUIOTE3W NPHU CpPaBHSBAaHE Ha JIBE
HecBbp3aHu rpynu — Unpaired t-TeCT, ipu raycoBO
pasmpenenieHre Ha MPOMEHJIMBHUTE; MHOXECTBEH
CpaBHUTENEH TeCT Ha Dunnett 3a onjeHKa Ha XHMO-
TC3UW IIPpHU CpPaBHABAHC Ha AJAHHHUTC OT TIPYIIUTEC
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Materials and methods

From October 2014 to May 2016 a prospective
observational study was conducted in the Otorhi-
nolaryngology clinic of the University Hospital
in Stara Zagora, which studied patients aged >
18 years, undergoing closed rhinoplasty for aes-
thetic correction. In the study group (n = 66) there
were 57 women and 9 men (13.6%) aged 24,6 (+
4.1) years, with BMI 21,97 (+ 3.83) and ASA: L.
Patients were divided in two groups randomly by
flipping of a coin. The first group (n = 33) when
packaging and placing the nasal splint, each of
the intranasal tampons (with Gelaspon strip) was
coated with 2 ml EMLA 5% cream (Astra Zeneca)
using a syringe, and in the control group (n=33) 2
ml Deflamol ointment (Sopharma) was applied on
each tampon.

For all patients, surgery was performed under
general endotracheal anesthesia — induction with
propofol 1.5-2 mg/kg, suxamethonium 1 mg/kg,
and maintenance with sevoflurane 0.8—1.4 vol.%,
intermittent bolus fentanyl 1.5-5 pg/ kg/dose and
atracurium besylate 0.3-0.6 mg/ kg/dose. After
placing the patient under general anesthesia, the
otorhinolaryngologist performs local infiltration
anesthesia with a solution of lidocaine 0.5% and
adrenaline 1: 100,000 4-6 ml. Patients in both
groups received Degan 10 mg i.v. at the end of
the anesthesia. All patients received oral antibiotic
treatment (with Klacid or Zinnat) for the period of
packaging (48 hours), and none of them received
corticosteroids. Post-operative pain was assessed
by VAS - visual analogue scale (0 mm up to 100
mm) on 1, 3, 6, 12, 24, 48 hours in the patients of
both groups. When reporting a result on VAS more
than 40 mm at any monitoring interval, Dexofen 50
mg i.v. was applied.

Results

Statistical methods used: descriptive statistics of
qualitative and quantitative variables; D'Agostino-
Pearson test for normality of distribution; para-
metric analysis for evaluation of hypotheses by
comparing two unrelated groups — Unpaired t-test
with Gaussian distribution of variables; Dunnett
multiple comparison test for evaluation of hypoth-
eses by comparing the data from each studied
group; and significance level for null hypothesis
P> 0.05.
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Tabnuua 1. [JeckpunTMBEH aHanu3 v TeCT 3a HOPMarHOCT Ha pa3npefeneHneTo Ha pesynTaTuTe npu rpynara ¢ npunoxe-

Hue Ha EMLA

Bpon namepsaHus 33 33 33 33 33 33
MuHUMYM 5,000 5,000 8,000 15,00 10,00 10,00
25% nepceHTuUn 10,00 8,000 15,50 24,50 16,00 15,00
MepnunaHa 12,00 10,00 19,00 33,00 22,00 17,00
75% nepceHTuN 15,00 12,00 21,50 36,50 25,00 24,00
Makcumym 22,00 15,00 33,00 48,00 35,00 41,00
CpenHa apUTMETUYHA CTOMHOCT 12,15 10,33 18,97 31,03 21,79 19,18
CtaHpapTHO OTKInoHeHue (SD) 4,221 2,735 5,353 8,513 6,489 7,183
CtaHpapTtHa rpewuka (SE) 0,7348 | 0,4761 0,9318 1,482 1,130 1,250
HTepBan Ha goeep. 3a gonHute 95% 10,65 9,364 17,07 28,01 19,49 16,63
HTepBan Ha goeep. 3a ropHute 95% 13,65 11,30 20,87 34,05 24,09 21,73
Tect Ha D'Agostino & Pearson 3a HopMarnHocT Ha pasnpeaeneHneTo

K2 1,821 0,4408 2,346 1,160 0,3506 9,965
P 0,4023 | 0,8022 | 0,3094 | 0,5599 | 0,8392 | 0,0069
MpemuHaT Tect 3a Hopm. (& = 0.05) aa aa na aa aa He
KoedunumeHT Ha Bapuauus 34.74% | 26.47% | 28.22% | 27.43% | 29.78% | 37.45%
Table 1. Descriptive statistics and test for normal distribution of results for the EMLA group

Number of values 33 33 33 33 33 33
Minimum 5,000 5,000 8,000 15,00 10,00 10,00
25% Percentile 10,00 8,000 15,50 24,50 16,00 15,00
Median 12,00 10,00 19,00 33,00 22,00 17,00
75% Percentile 15,00 12,00 21,50 36,50 25,00 24,00
Maximum 22,00 15,00 33,00 48,00 35,00 41,00
10% Percentile 6,000 6,000 11,40 20,00 13,20 10,00
90% Percentile 18,00 14,60 26,20 43,80 31,80 28,80
Mean 12,15 10,33 18,97 31,03 21,79 19,18
Std. Deviation 4,221 2,735 5,353 8,513 6,489 7,183
Std. Error 0,7348 | 0,4761 | 0,9318 1,482 1,130 1,250
Lower 95% CI of mean 10,65 9,364 17,07 28,01 19,49 16,63
Upper 95% CI of mean 13,65 11,30 20,87 34,05 24,09 21,73
D'Agostino & Pearson omnibus normality test

K2 1,821 0,4408 2,346 1,160 0,3506 9,965
P value 0,4023 | 0,8022 | 0,3094 | 0,5599 | 0,8392 | 0,0069
Z}?S;g:gg;%amy test Yes Yes Yes Yes Yes No
P value summary ns ns ns ns ns **
Coefficient of variation 34.74% | 26.47% | 28.22% | 27.43% | 29.78% | 37.45%

Ha Tabmuma 1 e moka3aH omucareleH aHalu3
U TECT 32 HOPMAJHOCT Ha pPAa3NpeAesICHUETO 3a
YCTaHOBSBaHE HajWuWe Wi He Ha [aycoB Tum
pasmpenieNieHde Ha pe3ylTaTuTe, MOJIY4YeHH MpH
naruenTure ot rpymnara ¢ EMLA, u na TaGnuma 2
CHILUAT aHAJIM3 Ha pe3yATaTuTe MpHU MALUCHTHUTE
OT KOHTpOJIHATa rpyma.

Ha ®durypa 1 karo box & whiskers plot e npen-
CTaBeHa OIIEHKaTa Ha MOCTOIepaTuBHaTa OoJiKa B
MpOCIEeIIBAHUTE BPEMEBU HHTEpBAJ Ha MalMeH-

8

Table 1 shows descriptive analysis and test for nor-
mality of distribution for the establishment of pres-
ence of Gaussian type distribution of the results
obtained from patients in the EMLA-group, and
Table 2 presents the same analysis of the results
obtained from patients in the control group.

Figure 1 presents as a box & whiskers plot the
assessment of postoperative pain during the tar-
geted time interval of patients in the EMLA-group,
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TUTE OT rpymnara ¢ npuiiokeHue Ha kpem EMLA,
u Ha ®urypa 2 pecnekruBHo oueHkara ¢ BAC na
MAUEHTUTE OT KOHTPOJIHATA rpyIa.
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and Figure 2 respectively — the assessment
of patients from the control group.

by VAS
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durypa 1. OueHka Ha nocTonepatmBHaTta 6onka ¢ BAC
npu rpynarta ¢ EMLA.

Figure 1. Evaluation of postoperative pain with VAS in the

EMLA group.

Tabnuua 2. [leckpynTvBEH aHann3 1 TecT 3a HOPMAarHOCT Ha pa3npeaernieHneTo Ha pe3ynTaTtuTe Npy KOHTponHaTa rpyna.

Bpoli nsmepBaHus 33 33 33 33 33 33
MuHUMyMm 10,00 15,00 15,00 15,00 10,00 5,000
25% lMepceHTnn 15,00 26,50 25,00 30,00 18,00 13,00
MeawnaHa 25,00 35,00 32,00 36,00 25,00 20,00
75% lMepceHTun 30,00 40,00 35,50 39,50 33,00 25,00
Makcumym 55,00 50,00 43,00 49,00 40,00 35,00
CpefHa apuTMeTU4yHa 24,52 33,91 30,52 34,00 24,67 19,58
CrtaHpgapTtHo okneHue (SD) 10,52 8,854 7,575 7,562 8,749 7,521
CraHpgaptHa rpewka (SE) 1,831 1,541 1,319 1,316 1,523 1,309
WHTepBan Ha goeep. 3a gonHute 95% 20,79 30,77 27,83 31,32 21,56 16,91
MHTepBan Ha gosep. 3a ropHute 95% 28,24 37,05 33,20 36,68 27,77 22,24
Tect Ha D'Agostino & Pearson 3a HOpManHoCT Ha pasnpeaeneHneTo
K2 5,665 | 0,04923 | 2,126 1,449 4,246 1,293
P 0,0589 | 0,9757 | 0,3454 | 0,4846 | 0,1197 | 0,5240
MpemuHar Tect 3a HopwM. (& = 0.05) na na na na na na
KoedumumneHT Ha Baprauus 42.90% | 26.11% | 24.82% | 22.24% | 35.47% | 38.42%
Table 2. Descriptive statistics and test for normal distribution of results for the control group
Number of values 33 33 33 33 33 33
Minimum 10,00 15,00 15,00 15,00 10,00 5,000
25% Percentile 15,00 26,50 25,00 30,00 18,00 13,00
Median 25,00 35,00 32,00 36,00 25,00 20,00
75% Percentile 30,00 40,00 35,50 39,50 33,00 25,00
Maximum 55,00 50,00 43,00 49,00 40,00 35,00
10% Percentile 11,20 20,80 19,40 23,20 14,00 10,00
90% Percentile 39,00 48,00 40,00 43,60 36,80 30,00
Mean 24,52 33,91 30,52 34,00 24,67 19,58
Std. Deviation 10,52 8,854 7,575 7,562 8,749 7,521
Std. Error 1,831 1,541 1,319 1,316 1,523 1,309
Lower 95% CI of mean 20,79 30,77 27,83 31,32 21,56 16,91
Upper 95% CI of mean 28,24 37,05 33,20 36,68 27,77 22,24
D'Agostino & Pearson omnibus normality test
K2 5,665 | 0,04923 | 2,126 1,449 4,246 1,293
P value 0,0589 | 0,9757 | 0,3454 | 0,4846 | 0,1197 | 0,5240
Passed normality test (alpha = 0.05)? Yes Yes Yes Yes Yes Yes
P value summary ns ns ns ns ns ns
Coefficient of variation 42.90% | 26.11% | 24.82% | 22.24% | 35.47% | 38.42%
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BB 1vac
B 3 uac
E3 6 yac
E3 12 vac
B3R 24 vac
48 yac

1-48 yac

>
BAC (mm)

durypa 2. OueHka Ha nocToneapTueHaTta 6onka ¢ BAC
npu KOHTpOnHaTta rpyna.

Ot nanpaBeHusi cratuctuyecku ananus (Tabnuia
3) e BUAHO, Y€ MMa CHUTHH(UKAHTHA pa3jivKa B
OTYETEHUTE PEe3yITaTH 3a NOBIMSBAHE HA IOCTO-
nepatuBHata 6onka Ha 1, 6 m 12 yac mpu nBerte
npoyuyenu rpynu. Ilpu 4 (12%) ot mauueHTuTe Ot
rpynara ¢ EMLA (umamu BAC > 40 mm) ce Bkito-
Y1 HEONMOU/ICH aHAJITeTUK B IbpBUTE 24 Yaca, a B
koHTponHara rpyna npu 13 (39%) ot nmpocnenssa-
Hute nanuentu (durypa 3).

]
g Vo]
FATIGY et

1-48h

B8 1h
B3 3h
E6h
B3 12h
EX 24 h
£3 48h

0 -
o

= L
VAS (mm)

Figure 2. Evaluation of postoperative pain with VAS in the

control group.

From the conducted statistical analysis (Table 3)
it is apparent, that there is a significant difference
in the results reported for treatment of post-op-
erative pain at 1, 6 and 12 hour in both groups
studied. Four of the patients (12%) in the EMLA
group had results from the VAS > 40 mm and re-
quired administration of a non-opioid analgesic
in the first 24 hours, whilst in the control group
this number of patients was 13 (39%).

Tabnuua 3. MapameTpuueH aHanua (Unpaired t test) 3a cpaBHsiBaHe Ha pe3ynTaTuTe OT ABETE rpynu BbB BpeMeBUTE

MHTEpBann Ha MOHUTOpPUpPaHe

1 h EMLA rpyna vs KOHTpona

3h EMLA rpyna vs KOHTpona

P < 0.0001

P

< 0.0001

t, df t=6.267 df=64

t, df

t=7.150 df=64

CpegHa aputmetnyHa = SEM EMLA | 12.15 £ 0.7348 N=33

CpegHa aputmeTudHa + SEM EMLA

18.97 + 0.9318 N=33

CpegHa aputmeTnyHa = SEM koh-

Tpona 24.52 + 1.831 N=33

CpegHa aputmeTuyHa + SEM koh-
Tpona

30.52 + 1.319 N=33

Pasnuka mexgy cpegHute -12.36 £ 1.973

Pasnvka mexay cpegHuTte

-11.55 £ 1.615

95% wnHTEpBan Ha JOBEPUTENHOCT -16.31 to -8.420

95% wnHTEpBan Ha JOBEPUTENHOCT

-14.77 t0 -8.318

6 h EMLA rpyna vs koHTpona

12 h EMLA rpyna vs KOHTporna

P < 0.0001

P

0,1390

t, df t=7.150 df=64

t, df

t=1.498 df=64

CpepnHa aputmeTnyHa + SEM EMLA | 18.97 £ 0.9318 N=33

CpenHa aputmeTtnyHa + SEM EMLA

31.03 + 1.482 N=33

CpenHa aputmeTuyHa + SEM KoH-

Tpona 30.52 £ 1.319 N=33

CpenHa aputmeTuyHa £ SEM KoH-
Tpona

34.00 + 1.316 N=33

Pasnuka mexay cpegHute -11.55 + 1.615

Pasnvka mexay cpegHute

-2.970 + 1.982

95% vHTepBan Ha JOBEPUTENHOCT -14.77 to -8.318

95% mHTepBan Ha JOBEPUTENHOCT

-6.931 to 0.9920

24 h EMLA rpyna vs KOHTpona

48 h EMLA rpyna vs KoHTpona

b 0,1339

P

0,8284

t, df t=1.518 df=64

t, df

t=0.2176 df=64

CpegHa aputmeTtnyHa + SEM EMLA | 21.79 £ 1.130 N=33

CpegHa aputmeTudHa + SEM EMLA

19.18 + 1.250 N=33

CpenHa aputmeTuyHa £ SEM KoH-

Tpona 24.67 + 1.523 N=33

CpeaHa aputmeTuyHa £ SEM KoH-
Tpona

19.58 + 1.309 N=33

Pasnuka mexgy cpegHute -2.879 + 1.896

Pasnvka mexay cpegHuTte

-0.3939 + 1.810

95% wnHTepBan Ha goeputenHoct  (-6.669 to 0.9110

95% wnHTEpBan Ha JOBEPUTENHOCT

-4.012 to 3.224
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Table 3. Parametric analysis (Unpaired t test) comparing the results of the two groups in the time intervals of monitoring

1h EMLA group vs control group

3h EMLA group vs control group

P value

< 0.0001

P value

< 0.0001

t, df

t=6.267 df=64

t, df

t=14.61 df=64

Mean + SEM of column A

12.15 £ 0.7348 N=33

Mean + SEM of column C

10.33 £ 0.4761 N=33

Mean + SEM of column B

24.52 £ 1.831 N=33

Mean + SEM of column D

33.91 + 1.541 N=33

Difference between means

-12.36 £ 1.973

Difference between means

-23.58 + 1.613

95% confidence interval

-16.31 to -8.420

95% confidence interval

-26.80 to -20.35

6h EMLA group vs control group

12h EMLA group vs control group

P value

<0.0001

P value

0,1390

t, df

t=7.150 df=64

t, df

t=1.498 df=64

Mean + SEM of column E

18.97 + 0.9318 N=33

Mean £ SEM of column G

31.03 £ 1.482 N=33

Mean + SEM of column F

30.52 + 1.319 N=33

Mean + SEM of column H

34.00 £ 1.316 N=33

Difference between means

-11.55 + 1.615

Difference between means

-2.970 = 1.982

95% confidence interval

-14.77 to -8.318

95% confidence interval

-6.931 to 0.9920

24h EMLA group vs control group

48h EMLA group vs control group

P value

0,1339

P value

0,8284

t, df

t=1.518 df=64

t, df

t=0.2176 df=64

Mean + SEM of column |

21.79 £ 1.130 N=33

Mean + SEM of column K

19.18 + 1.250 N=33

Mean + SEM of column J

24.67 £ 1.523 N=33

Mean + SEM of column L

19.58 + 1.309 N=33

Difference between means

-2.879 + 1.896

Difference between means

-0.3939 + 1.810

95% confidence interval

-6.669 to 0.9110

95% confidence interval

-4.012 to 3.224

-48 yac

1

U T W WY TR TN TR TN TR N NN 1

S D ®
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& @D 24 vac koHTpona

33 1 vac rpyna EMJIA
[ 1 yac koHTpona

3 yac rpyna EMJIA
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B3 12 yac rpyna EMIA
EZ 12 vac koHTpona
@D 24 yac ryna EMJIA

E&A 48 yac rpyna EMIA
&3 48 yac koHTpona

®durypa 3. Box & whiskers plot Ha pe3aynTaTuTe OT oueH-
KaTa Ha nocTtonepaTnBHaTa 6onka ¢ BAC npwu rpynara c
EMLA v koHTponHaTa rpyna B npocrneassaHuTe Bpemesu

nHTEepBanu.

O0chKkIaHe

1-48h
T T T T T T N N |

3 1 h EMLA group
3 1 h control group
E3 3 h EMLA group
3 3 h control group
E& 6 h EMLA group
E=E 6 h control group
B3 12 h EMLA group
E= 12 h control group
. @D 24 h EMLA group

|

VAS (mm)

& [ 24 h control group
g 48 h EMLA group
48 h control group

Figure 3. Box & whiskers plot of VAS evaluation results
of postoperative pain in EMLA group and control group in

monitored intervals.

Discussion

C BpBexknaneto Ha kpema EMLA B kpas na 80-te
u Hayanoro Ha 90-te rogunu B CeBepHa AMepu-
ka u EBpoma 3a 00e300msBaHe Ha MaHHITYJIAINH,
CBbp3aHU C YOOXK/IaHE Ha KoKaTa (KaHIONUpPaHEe Ha
BEHH, B3€MaHe Ha KPbB 32 M3CJICABAHMS U UMYHU-
3anuu), B Hamu JHU EMLA uma mupok crnekTsp
WH/IWKAIUA C TPWIOKUMOCT B pa3IMyHH 00ia-
ctu Ha MemuiuHara (15, 16, 17, 18, 19, 20,21).
W3nmon3BaHeTo Ha TO3W MEOUKaMEHT 3a 00e300-
JsiIBaHE TpPH 3aTBOpPEHA PUHOIUIACTHKA CE€ SBsIBA
OTIIIHS, KOATO € yAa4Ha U TpsAOBa J1a ce yTHIIN3UPA.
Pesyntarure oT TOBa Halle MpoyuBaHE MOKa3Bar,
Ye W3IM0I3BaHaTa OT HaC TEXHHUKA Ha 00e300sBaHe

The introduction of EMLA cream in the late 80s
and early 90s in North America and Europe for
analgesia of manipulations related to pricking the
skin (cannulation of veins, performing blood tests
and immunizations), today EMLA has a wide range
of indications and applicability in various fields
of medicine (15, 16, 17, 18, 19, 20,21). The use
of this medication for analgesia following closed
rhinoplasty is an option that is adequate and needs
to be utilized. The results of this study show that
our technique for analgesia with EMLA in the early
postoperative period is suitable, simple and cost-
effective. The analgesia with EMLA cream itself,

11
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B PaHHHUS CJIEJONEPATUBEH IEPUOJ C MPUIIOKEHHE
Ha EMLA e edextuBHa, cemmiia U ¢ HUCKa CTOM-
HoCT. OGe30omsBaneo ¢ kpem EMLA ce Hanoxwu
KaTo pyTHUHHA MPAKTHKA MPU TO3U THI ONIEPAaTUBHU
MHTEPBEHLNHU, KaTo JO MOMEHTa HE CME€ yCTaHO-
BUJIM HAJM4YME Ha €K3aHTEM, CHAHTEM WIIU JIPYTH
MIPOSIBU Ha aJiepru4Ha peaklus, KOUTO MOXKEM Ja
CBBbPKHM C Heropara ynorpeba. He cme ycranoBu-
JIM TIO-TPY/HO 3a3/1paBsiBaHE U Bb3CTAaHOBSBAHE Ha
THKaHUTE WM MMOBUIIIEHA YECTOTA HA UHPEKLIUUTE,
KaKTO W pa3jMK{ [0 OTHOIIEHUE HAa KbPBEHETO B
MOCTONEPATUBHUS TMEPHUOJ CIPSMO KOHTPOJHATA
rpyna nanueHTu. OnpenenaeHo MPUIOKEHUETO Ha
kpeM EMLA ce cBbp3Ba ¢ HamasieH JUCKOMQOPT U
Oonka B rbpBHTE 24 Yaca Cliel] pUHOTUIACTHKA TIPU
TE€3U HaIIM MalUeHTH.

JaKi0ueHue

Wntpanazannoro npunoxenne EMLA 5% cream
IIPU TaKeTHpaHETo € e(UKACHA U CEMIUIa TEXHUKA
3a HaMaJsIBaHE Ha NOCTONEpaTHBHATa OOJKa IpU
MAIUEHTH, MTOJUI0KEHN Ha 3aTBOPEHA PUHOIUIACTH-
Ka, IPU KOSITO HE CME YCTAaHOBWJIM CTPAHUYHU
Hexxenanu edextH, nmpu tazu off label yrunmszanus
Ha MEJUKaMEHTa.
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has become routine in this type of surgery, and so
far we have not reported any cases of exanthema,
enanthema or other manifestations of any allergic
reaction that are related with its use. We have not
reported any cases of difficult healing and slower
recovery of tissues or increased incidence of infec-
tion, as well as any signs of excessive bleeding in
the postoperative period compared with the control
group patients. The use of EMLA cream is associ-
ated with reduced discomfort and pain in the first
24 hours following rhinoplasty within the patients
from the group studied.

Conclusion

Intranasal application of EMLA 5% cream in the
packaging is simple and effective technique for
reducing postoperative pain in patients undergo-
ing closed rhinoplasty where we have not found
adverse side effects during this off label drug uti-
lization.
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