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BcTtyn. BpaxoByloun Bax/MBICTb MPOCTOI reprnecBipyCHOl iH-
S;ﬁg?wl?a ekuii a9k ogHOro 3 TpurepiB y pO3BUTKY CUCTEMHUX 3aXBO-
https://orcid.org/0000-0002-1115-1539 ploBaHb CMOJIYYHOI TKAHWUHW, BUBYEHHS i OLiHKa edeKTUBHOC-

Ti NPOTUBIPYCHOrO NiKyBaHHA € BaXXJ/IMBUM MUTAHHAM ANa Ui€i

KoHbniKT iHTepeciB: gocnigxeHHs rpynu I'IaLliEHTiB.

NpoBOAUM 3a BiACYTHOCTI ByAb-sKux
KoMepUiliHnx abo ¢iHaHCOBMX BiAHOCKH,

AKi Mornm 6 po3rnaaaTncs K NOTeHUInHUI ; s . H .

KOHAIKT iTepedis. MeT_OIo po?om 6y'J."|o AOCTIAKEHHA KNIHIYHOI edeKTMBHOCTI Npo
TUBIPYCHOI Tepanii y NauieHTiB i3 CUCTEMHMMKN XBOpobHamu cro-
JNIYYHOI TKaHMHW Ta MNPOCTOK pPeLnaAnBYHYOIO reprecBipyCcHO

iHdeKLUieo nig Yac, nicng NikyBaHHA Ta y BiAAaneHun nepio, B 3aN€XHOCTI Big OTpMMaHoi Tepanii.

MaTtepianu i MeToan. Y pocnigxeHHi 6panu yyacte 59 nauieHTis, ski nepebyBanu Ha ambynaTopHo-
My Ta CTauioHapHOMY NiKyBaHHi y JIbBiBCbKOMY 0611aCHOMY KAiHIYHOMY AiarHOCTMYHOMY LIEHTpI Ta
JbBiBCbKIlM 06nacHIN KiHIYHIN NikapHi — KNiHIYHKX 6a3ax kadeapu KAiHiYHOI iMyHOoNOorii Ta anepro-
norii JIeBiBCbKOro HaLioHasIbHOro Mean4yHoro yHisepcutety iMeHi JlaHuna ManuubKoro.

PesynbTatn. Ha ocHOBi OTpMMaHux AaHux 6yna po3paxoBaHa KiiHIYHA ePEeKTUBHICTb NiKyBaHHS
IHO3MHY npaHobekcy (HOBipMHY) y Maui€HTIB i3 Nerknm, cepeaHbo-TSXKMM Ta TSXKUM nepebirom
NPOCTOi repnecsBipyCHOI iHdeKLii Ta CUCTEMHUMM 3aXBOPIOBAHHAMU CMOMYYHOI TKAHUHW. OTpUMaHi
pe3ynbTaTu CBigYaTh, WO 3aCTOCyBaHHA IHO3MHY NpaHobeKCy y nauieHTiB i3 nerkmm nepebirom npo-
CTOI repnecBipycHoOi iH(eKLii cnpnsano 3MeHLWweHHto ronoBHoro 6onto y 82.4%, HopManisauii Temne-
paTypu -y 75.0%), 3MeHLWeHHIO BTOMWU — Y 72.2% BuNaakis. Y rpyni nauieHTIB i3 cepefHbO-TAXKUM
Ta TSXKMM nepebiroM NpocToi repnecsBipycHoi iHdekuii, aki okpiMm Tepanii IHo3MHOM [MpaHobekcy
OTpMMYyBanu e A0AaTKOBO AUMKMIOBIP, 3MEHLUEHHIO rofloBHOro 60t crnoctepiranocs y 73.9%,
HOopManizauia TemnepaTtypu — y 66.6%, 3MeHWeHHS BToMU — Yy 65.5% Bunagkis.

BucHoBKKN. 3acToCyBaHHSA NPOTUBIPYCHOI Tepanii y Naui€HTIB i3 CUCTEMHUMW 3aXBOPIOBAHHAMM CMO-
JIY4YHOI TKAHWH Ta MPOCTO PeuuamMBYOUOK FeprecBipyCcHO iHMEKLUIED BUABNSAN0 MNO3UTUBHUM
BMJIMB Ha 3arasbHWI CTaH NaUi€eHTIB, Wo 6yno npeacTaB/ieHO Y 3MEHLUEHHI iIHTEHCUMBHOCTI Ta 4YacTo-
TN BUHWKHEHHS FON0OBHOro 60110, BMpaXXeHOCTi 3arafibHOi BTOMM Ta HOpManisauii TemnepaTtypu Tina
y BCiX rpynax rnauieHTiB. TOMy 3aCTOCyBaHHS NPOTUBIPYCHOI Tepanii y AaHOT rpynn nNauieHTIiB MOXe
6yTn pekoMeHAOBaHe y CkfaAi KOMMJEKCHOI Tepanii Ta 3aCTOCOBAHE B SIKOCTi MepCoHidikoBaHOro
nigxoay A0 KOXHOrO nauieHTa, skuii nepeabadvae iHaMBIAyanisauito NiKyBaHHS.

Knro4uoBi crioBa: npocTa reprnecsipycHa iHdeKLis, CUCTEMHI 3aXBOPIOBAHHS CMOSTYYHOI TKAHWHK, K-
HiYHi NposBM, NPOTUBIPYCHA Ta iIMyHOTPOMHa Tepanis
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Introduction. Considering the importance of herpes simplex | Published online: June 26, 2019
virus infection as one of the triggers in the development of © Natalia Horbal, 2019
systemic connective tissue diseases, studying and evaluating

the effectiveness of antiviral treatment is an important issue in

this group of patients. ORCID ID
g P P Horbal N.M.

. . . . . . .. https://orcid.org/0000-0002-1115-1539
Aim. The investigation of clinical efficacy of antiviral therapy

in patients with systemic connective tissue disease and chronic | Disclosures. No conflicts of interest,
financial or otherwise, are declared by the

recurrent herpes during and after treatment and in the long author
term, depending on the therapy received.

Materials and methods. The study involved 59 patients who were treated at Lviv Regional
Clinical Diagnostic Center and Lviv Regional Clinical Hospital - clinical centres of the Department
of Clinical Immunology and Allergology of Danylo Halytsky Lviv National Medical University.

Results. Based on the data obtained, the clinical efficacy of Inosine pranobex (Novirini) in groups
of patients with mild, moderate and severe herpes simplex infection and systemic connective
tissue disease was calculated. The results show that use of Inosine Pranobex in patients with a
mild course HSV 1/2 infection contributed to headache relief in 82.4%, temperature normalization
in 75.0%, and decreases fatigue in 72.2%. In the group of patients with moderate to severe
herpes virus infection, who received Acyclovir in addition to Inosine Pranobex, headache was
reduced in 73.9%, temperature normalization in 66.6%, fatigue reduction in 65.5% of cases.

Conclusion. The use of antiviral therapy in patients with systemic connective tissue disease
and recurrent herpes simplex virus infection had a positive effect on patients' general condition,
which was manifested by reduced intensity and frequency of headaches, the severity of fatigue
and normalization of body temperature in all patients. Therefore, we can recommend antiviral
therapy for this group of patients as part of the complex therapy involving an individual approach
to each patient, which presupposes personalized treatment.

Keywords: herpes simplex infection, connective tissue disease, clinical manifestation, antiviral
and immunotropic therapy

** Presented on the lecture during SMART LION 2019, Lviv, September, 18-20, 2019
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Introduction. Herpes infection is one of the
most common infections, which is referred to
a group of diseases that determine the future
of infectious pathology according to the WHO
[1]. Herpes simplex virus belongs to alpha
herpesvirus subfamily with the large genome
[2]. This is a type of microorganisms that
a person contacts in early childhood. Most
people carry on the primary infection without
symptoms, and these viruses remain in the
latent condition during a person’s entire life
[3]. So, HSV-1 is well known for its ability to
establish lifelong latentinfection in neurons and
trigger reactivation and lytic infection mainly
in epithelial or mucosal cells with frequent long
exacerbations and high resistance to therapy
[4, 5, 6, 7]. However, clinical manifestations
of the infection, recurrence, and progression
of the disease are determined not only by
the efficient functioning of specific antiviral
immunity but also by general reactivity of a
macroorganism [8]. The interaction between
the virus and the human body is a crucial
step in the development of herpes infection.
When immune surveillance disorder develops,
the latent herpetic infection becomes active
with frequent relapses and prolonged
manifestations, which is associated with
the immune system dysfunction - impaired
antiviral surveillance with the subsequent
possible hyperactivation of some parts of the
immune system and its dysregulation [9].

General clinical manifestations include skin
and mucosal infection, orofacial herpes,
genital herpes, herpetic whitlow, herpes
encephalitis, neonatal herpes acquired at the
time of childbirth (although rare but a serious
condition), herpes keratitis (damages eyes),
and Alzheimer’s disease [10, 11, 12].

Materials and methods. The study was
conducted in accordance with the permission
of the Bioethics Committee of Danylo Halytsky
Lviv National Medical University (LNMU),
protocol N? 5 of 16.05.16. The study included
59 patients with different rheumatoid diseases:
27 patients with rheumatoid arthritis, 15
patients with systemic lupus erythematosus
and mixed connective tissue disease, 11
patients with ankylosing spondylitis, 6 patients
with systemic scleroderma. Considering the
recurrence rate, all patients were divided
into three groups - mild, moderate, and
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severe (mild - 1-2 recurrence cases per
year; moderate - 3-5 cases per year with the
complications or atypical course, and severe-
more than 6 cases of HSV 1/2 per year with
complications or atypical course). Patients of
subgroup 1 (with a mild course of infection)
received a therapeutic dose of Inosine
pranobex (Novirin) 100 mg/kg/day during
1-14 days, and subsequently a maintenance
dose of 50 mg/kg/day - 15th to 90th day.
Patients of subgroup 2 (with a moderate and
severe course of infection) received 100 mg/
kg/day of Inosine pranobex (Novirin) and 1600
mg/day of Acyclovir during 14 days, followed
by a maintenance dose of Inosine pranobex
50 mg/kg/day during up to 3 months.

Results. Patients with a mild course of
recurrent HSV1/2 infection complained of
vesicular rashes on lips, nose, chin, and
cheeks; periodic headache, fatigue and fever
within 37.3-37.7 °C. Patients with moderate
and severe course of recurrent HSV1/2
infection complained not only of vesicular
rash on the face but also on the skin of the
perineum, buttocks, back, mucosa of the
mouth, genital organs, which often have a
generalized nature; complaints also included
dizziness, intensive headache; fatigue, general
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weakness, fever in the range of 37.5-37.9 °C
or periodic fever above 38.5 °C; enlargement
of lymph nodes, neuralgic pain, etc.

We analysed the dynamics of complaints from
patients with recurrent HSV1/2-infection,
such as headache, subfebrile temperature,
increased fatigue after antiviral treatment and
in the long term.

Out of patients with a mild course of recurrent
HSV1/2 infection, before treatment headache
(of low intensity) was observed in 13 (22.0%)
patients; then it decreased gradually and
disturbed four (6.8 %) patients by the end of
treatment; in the long term - only two (3.4%)
people complained of headache. In the group
of patients with a moderate and severe course
of infection, before treatment moderate or
intense headache was observed in 32 (54.2%)
patients, after treatment - in 8 (13.5%), and
in the long term - in 7 (11.86%) patients.

In the group of patients with a mild course
of HSV1/2 infection, subfebrile temperature
(37.1 to 38.5 °C) before treatment was
observed in 18 (30.5%) patients, after
treatment - in three (5.1%), and in the long
term - in one (1.7%) patient. In the group of
patients with a moderate and severe course
of HSV 1/2 infection, subfebrile temperature
was registered in 25 (42.4%) patients, after
treatment - in 8 (13.5%), and in the long term
- in five (8.5%) patients.

Intensive fatigue in patients with a mild course
of recurrent HSV1/2 infection was observed
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in 8 (13.5%), and in the long term - in 6
(10.2%) patients. In the group of patients
with moderate and severe recurrent HSV1/2
infection, intense fatigue was observed in
30 (50.8%) patients, after treatment - in 14
(23.7%), and in the long term - in 12 (20.3%)
patients.

In a group of patients with a mild course of
recurrent HSV1/2 infection, lymphadenopathy
was not observed before treatment. In the
group of patients with a moderate and severe
course of HSV1/2 infection, before treatment,
an increase in submandibular lymph nodes
(1.2-2.0 cm in diameter, mobile, slightly
painful or painless) was observed in 7 (11.9%)
patients. The size of lymph nodes normalized
after treatment.

Summary: in the group of patients with a
mild course of recurrent HSV1/2-infection, the
treatment by Inosine Pranobex resulted in the
relief in headache by 4 times, subfebrility by 5.7
and fatigue by 3.9 times respectively; in patients
with moderate and severe infection, after the
treatment with Inosine Pranobex + Acyclovir,
headache was relieved by 3.8 times, subfebrility
by 3 and fatigue by 2.9 times respectively.

Conclusion. Based on the data obtained, we
have calculated the clinical efficacy of Inosine
Pranobex. The use of Novirin in patients with
a mild course HSV 1/2 infection contributed
to headache relief in 82.4%, temperature
normalization in 75.0%, and decreases fatigue
in 72.2%, in patients with moderate and
severe infection - in 73.9%, 66.6%, 65.5%

in 23 (39%) patients, after treatment -

respectively
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