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VEN and frequency analysis were used to analyze the quality of pharmacotherapy of 79 patients with chronic hepatitis
(CH) who were treated in a healthcare institution (HCI) in the city of Dnipropetrovsk in 2015. It has been found that
pharmacotherapy at the HCI corresponded to main areas of the treatment specified in the clinical protocol of medical
care (CPMC) to patients with CH. It has confirmed the rationality of drug prescriptions. However, a significant number of
prescriptions per a patient (on average 8.9 drugs) indicates the polypharmacy in this department of the HCI. Moreover,
according to the results of the formal VEN analysis a significant number of drugs with the index N (non-essential drugs)
has been determined; it indicates the need for correction of drug prescription by doctors at this HCI in accordance with
the current science-based medical regulations - the National Drug Formulary of Ukraine (the 7% edition) and the CPMC to
patients with CH - by reducing prescriptions of non-essential drugs that are not included in these regulations. Today, being
developed 11 years ago, the CPMC to patients with CH needs to be updated since it does not meet modern requirements to
the current science-based medical practice guidelines that allow making the best clinical decisions in favour of the patient
in accordance with the requirements of evidence-based medicine.

hronic liver diseases are

one of the most acute
problems of modern gastroente-
rology. Annually 5% of the world
population that exceeds 3 billion
people suffer from chronic hepa-
titis (CH) [2]. In Ukraine, for the
past 10 years, the prevalence of
CH increased by at least 2.5 ti-
mes [8]. The above facts demon-
strate the importance of the pro-
blem of timely diagnosis and phar-
macotherapy of hepatitis to impro-
ve organization of the specialized
medical care, which has not only
medical, but also social and eco-
nomic significance [10].

The results of research and
practical medicine show that pa-
tients with CH are at high risk of
progression of the disease in liver
cirrhosis and hepatocellular car-
cinoma [9]. Cirrhosis of the liver
is one of the major causes of death
of the population and occupies the
4th place in the structure of cau-

ses of death in US men over 40 [6].
In recent years in Ukraine there
is a tendency to increase in mor-
bidity and mortality from liver
cirrhosis. This situation calls for
the optimization of treating pa-
tients in healthcare institutions
(HCI) by assessing the complian-
ce of the CH pharmacotherapy with
regulatory requirements of the Mi-
nistry of Health of Ukraine, i.e. by
evaluating the quality of pharma-
cotherapy.

The aim of the study is to ana-
lyze the quality of the CH pharma-
cotherapy in patients in a hospital
using VEN and frequency analy-
sis in order to assess how well the
pharmacotherapy has been con-
ducted, or whether it corresponds
to the current level of medical
science and practice.

Materials and Methods

To achieve this goal it was ne-
cessary to perform the following
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tasks: 1) to conduct a retrospec-
tive analysis of the medication ad-
ministration records of patients
with chronic hepatitis; 2) to de-
termine the frequency of prescrip-
tions of drugs to patients with CH;
3) according to the results of the
formal VEN analysis to assess the
compliance of the CH therapy with
the regulatory requirements of
medical and technological docu-
ments of the Ministry of Health of
Ukraine: the National Drug For-
mulary (NDF) and the clinical pro-
tocol of medical care (CPMC) to pa-
tients with CH [4] and comorbi-
dities. Upon condition that the drug
is recommended for the treatment
of this disease by the regulation,
the index V (vital) will be assig-
ned to it, and in case of the absen-
ce of the drug in the regulation -
the index N (non-essential) [5].
From medical and technological
regulations the NDFU (7% edition,
2015) and the CPMC to patients
with CH [4] and other CPMC to
patients with comorbidities were
used in the study.

The retrospective clinical and
economic analysis of prescriptions
was conducted on the basis of
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79 case histories of patients with
CH, who during 12 months (Janua-
ry — December 2015) were treated
in the Department of Gastroente-
rology of one of the HCI in the city
of Dnipropetrovsk.

Results and Discussion

The main diagnosis in 66 pa-
tients is chronic hepatitis of the
non-viral etiology and in 13 pa-
tients - chronic toxic hepatitis.
Hereinafter, we combine both
names of the disease under the
single term “chronic hepatitis” (CH).
The age of patients with CH ran-
ged from 16 to 82 (79 patients in-
cluded 35 women and 44 men).
The average period of stay of the
patient in the hospital was 16 days.
In the case histories studied the
following concomitant diagnoses,
except for CH, were indicated: chro-
nic cholecystitis (57% of patients),
chronic pancreatitis (56% of pa-
tients), gastroduodenitis (15.2%
of patients), hepatic encephalop-
athy (11.4% of patients), GERD
(6.4% of patients), and ulcerative
colitis (3.8% of patients).

According to recommendations
of the CPMC to patients with CH
(Annex to the Order of the Mi-
nistry of Health No. 271 dated
13.06.2005) the CH therapy should
be aimed at elimination of toxins
from the body due to introduction
of detoxification solutions (Rheo-
polyglucin, Rheosorbilact, 5% glu-
cose solution, etc.); normalization
of the gastrointestinal tract through
the prescription of probiotics, en-
terosorbents, enzyme drugs and
vitamins; restoration of the liver
function by prescribing hepato-
tropic drugs and maintaining a
diet (diet No. 5) excluding fried,
salted, pickled, fatty and spicy
dishes.

The analysis of case histories
of patients with CH showed that
118 trade names (TNs) of drugs
and 12 dietary supplements were
prescribed to patients. The ratio
of foreign and domestic drugs was
2:1. All drugs were referred to
38 INNs and 35 pharmacological
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Fig. 1. Leaders by prescription among the ATC groups

groups. To treat the underlying
disease 43 TNs assigned to 8 phar-
macological groups were used from
all drugs prescribed. To treat co-
morbidities 87 TNs of drugs from
27 pharmacological groups were
prescribed to patients.

During the study period 700
prescriptions of drugs to all pa-
tients with CH were registered in
this department; it was an aver-
age of 8.9 drugs per a patient and
indicating the polypharmacy. Accor-
ding to recommendations of the
CPMC to patients with CH (Annex
to the Order of the Ministry of
Health No. 271 dated 13.06.2005)
[4], 4-5 INNs of drugs are used for
pharmacotherapy of the under-
lying disease that can be charac-
terized as pharmacotherapy, which
corresponds to the WHO require-
ments.

In this department the pre-
vailing areas of therapy of pati-
ents with CH were detoxification
therapy (salt, detoxification solu-
tions, glucose solutions) and pa-
thogenetic therapy of the under-
lying disease (vitamins, probio-
tics, enterosorbents, hepatotro-
pic drugs), which corresponded
to the CPMC to patients with CH
applicable at the time of study.
The prevailing areas of pharma-
cotherapy of the concomitant ga-
stroenterological disease were pro-
ton pump inhibitors for chronic
cholecystitis and pancreatitis (Nol-
paza, Controloc). Fig. 1 shows the
proportion of each pharmacolo-
gical group of drugs (%) in the

total number of prescriptions to
patients with CH for 5 top leaders.
The results of frequency analysis
showed that the doctors in the de-
partment often preferred impor-
ted drugs as most TNs of leading
drugs by the frequency of pre-
scriptions were of foreign manu-
facturers.

Fig. 2 shows 10 top leaders
among TNs by the frequency of pre-
scription in the HCL. Among them
the majority was used in the re-
gimens of the complex therapy of
patients diagnosed with CH (Hepa-
Merz, Cytoflavin, 5% glucose so-
lution, Phosphogliv, Hepadif, La-
cium, Ursolisin), it was consistent
with the CPMC data. But taking into
account that the CPMC to patients
with TH was drawn up 11 years
ago (2005) today it does not meet
the current requirements to science-
based medical information, which
allows making the best clinical de-
cisions in favour of the patient.
Current requirements of eviden-
ce-based medicine provide for con-
tinuous improvement of measures
for diagnosis, treatment and pre-
vention of diseases. For this pur-
pose, it is necessary to introduce
a new improved CPMC to patients
suffering from chronic hepatitis
of the non-viral etiology, and it
should include methods of diagno-
sis and pharmacotherapy of hepa-
titis caused by drug-induced inju-
ry and hepatitis caused by injury
from toxic substances (e.g., ben-
zene, lead, pesticides, etc.). The new
unified CPMC to patients suffer-
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Fig. 2. The 10 top leaders of TN by the frequency of prescription

ing from chronic hepatitis of the
non-viral etiology should be de-
veloped in accordance with the
current requirements of medical
and technological documents that
will help the doctor to act effec-
tively in a particular clinical situa-
tion, thus avoiding inefficient and
error procedures. The new proto-
col should contain the classified
information about the latest me-
thods of pharmacotherapy of pati-
ents with CH caused by drug-indu-
ced injury and toxic substances,
INNs of drugs for pharmacothe-
rapy of CH, their course doses and
dosage forms, as well as criteria
for the treatment efficacy evalu-
ation. The use of this approach for
the treatment of patients is recom-
mended by the clinical guidelines
of the American College of Gastro-
enterology, which in 2014 issued
the clinical guidelines for the di-
agnosis and treatment of drug-in-
duced liver injuries (Drug-Indu-
ced Liver Injury Guidelines) [7].
The formal VEN analysis of the
prescribed drugs was conducted
to assess the compliance of the
therapy of patients with CH with
the regulatory requirements of me-
dical and technological documents.
According to the results of VEN
analysis conducted using clinical
protocols of medical care to pati-
ents it was found that 28 of 38 INNs
of drugs (73.68%) were referred
to the group V - vital and recom-
mended for use in the pharmaco-
therapy of the underlying disease
and comorbidities. 10 INNs of drugs
(26.32%) and dietary supplements
were absent from the CPMC for

the pharmacotherapy of the un-
derlying disease and comorbidi-
ties.

According to the results of the
formal VEN analysis conducted
using the NDFU it was found that
most of all TNs of drugs prescri-
bed to patients with CH, i.e. 67.0%,
were present in this regulation.
39 TNs of drugs (33.0%) and 12
dietary supplements were ab-
sent from the NDFU (7% edition).
Out of 39 TNs of drugs that re-
ceived the index N according to
the NDFU (without the evidence
base) 15 TNs of drugs were used
for the pharmacotherapy of CH in
accordance with the current CPMC
indicating the lack of conformity
between the regulation and cur-
rent approaches to the treatment
of CH, and therefore, it needs to
be updated.

The particular attention was
drawn to drugs that were not in-
cluded in both regulations. The fol-
lowing 14 TNs of drugs (11.9%)
were referred to them: Osteoar-
teaze Max (a drug for the treat-
ment of musculoskeletal disorders),
Riboxin, Metamax (antiarrhythmic
agents of class IB), Dibicor, Mildro-
nate, Mexicor (cardiac drugs), Cyc-
lo-3 fort, L-lysine aescinat (angio-
protectors), Traumeel S (homeo-
pathic remedy), Steatel (amino acids
and their derivatives), Canephron
(complex herbal preparation used
in urology), Somaxon, Ceraxon, Vin-
pocetine (medicines with the neu-
roprotective effect) and dietary
supplements (Gepaval, Gepatomax,
Livker, Gepazil, Gynolen, Probiz,
Rotabiotic, Forsliv, Selen-Aktiv, Be-

targin, Vidzhaysar, Forsal). Most
of these drugs belong to metabo-
lic ones and can maintain the li-
ver function to a certain extent,
but today the level of evidence of
the efficacy of these drugs is in-
sufficient (C and D levels) to be
included in the treatment regimen.
The sufficient levels of evidence
of the clinical efficacy for drugs
in accordance with the current
requirements are considered to
be A and B levels [1].

Thus, a significant amount of
drugs with the index N according
the results of VEN analysis indi-
cates the need for correction of
prescribing drugs by doctors of
this HCI in accordance with the
NDFU and the CPMC by reducing
non-essential drugs that are not
included in the regulatory medi-
cal and technological documents.
Considering the fact that in Ukrai-
ne the NDFU is a modern docu-
ment and is updated every year,
and the CPMC to patients with CH
is a significantly outdated docu-
ment, it was necessary to carry out
the pharmacotherapy of patients
with CH in this HCI substantially
corresponding to the requirements
of the NDFU. Unfortunately, the re-
sults of the analysis indicate im-
perfect therapy of patients with
CH at the HCI in Dnipropetrovsk.

CONCLUSIONS

1. Pharmacotherapy of patients
with CH by the prescribed phar-
macotherapeutic groups correspon-
ded to the main areas of the treat-
ment specified in the CPMC. It has
confirmed the rationality of most
prescriptions, but the average num-
ber of prescriptions per a patient is
8.9 TNs, indicating the polypharma-
cy in this department of the hospital.

2. Being developed 11 years
ago, the CPMC to patients with CH
needs to be updated since it does
not meet modern requirements to
the current science-based medi-
cal practice guidelines (does not
contain information concerning
INNs of the drugs, their course do-
ses and dosage forms, does not con-
tain criteria for the treatment ef-
ficacy evaluation, and it is not con-
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sistent with the requirements of
evidence-based medicine).

3. Most drug prescriptions for
the pharmacotherapy of patients
with CH were drugs included in

the NDFU of the 7™ edition (67.0%)
and the Ukrainian CPMC to pati-
ents with the underlying disease
and comorbidities (73.68%). It has
confirmed the rationality of most

drug prescriptions from the clini-
cal point of view, but indicates
the need for correction of the CH
pharmacotherapy at the HCI in
Dnipropetrovsk.
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VEN TA YACTOTHMMH AHAJII3 AKOCTI ®APMAKOTEPAIIII XBOPUX HA XPOHIYHUM TENIATUT
0.B.Tkauoea, H.T.T.®yHe, I.B.3agadcvka*

HayioHnaavHuli ghapmayeemuyHuii ynieepcumem, /I3 «/[Hinponempogcoka meduyHa akademisn*

Karuosi caosa: aikapcoki 3acobu 0415 AIKY8AHHSA XpOHIYHO20 2enamumy; aHa1i3 IKoOCmi AiKy8aHHs

/Jlns nposedenHs aHanizy sikocmi papmakomepanii 79 xeopux Ha xpoHiuHutl zenamum (XI'), siki npoxoduau AIKy8aHHs
npomsizom 2015 poky y 3aknadi oxopoHu 300pos’s (303) m. [JHinponemposcvka, sukopucmosysaau VEN i vacmomHuii
aHanis. BcmaHosseHo, wo gapmakomepanisi 6 303 3a npusHavysaHumu papmakomepanesmuyHuUMU epynamu gionosioa-
/10 OCHOBHUM HANPSAMKAM JAIKYS8AHHS, 3d3HAYEHUM ) KATHIYHOMY NpOMOoKoal HadaHHs1 meduuHoi donomozu (KITHM/]) xeo-
pum Ha XI} ujo niomeepodxcye payioHarbHICMb AIKAPCbKUX NPUSHAYEHb. A/le 3HAYHA KiAbKicmb npusHaveHsb Ha 1 xeopozo (8
cepedHboMy 8,9 J13) cgiduumsb npo nosinpazmasito 8 daHomy eiddinenni 303. Kpim moeo, 3a pezysbmamamu GopmanbHO20
VEN-ananiszy ecmaHosseHa 3Ha¥Ha kinvkicms JI3 3 iHdekcom N (OpyeopsidHi 3acobu), ujo 8kasye Ha HeobxioHicmb kopekyil
npusHaveHs JI3 aikapsamu daHozo 303 8idnogidHo do HaAyK080-MedUYHUX HOpMAMUBHUX doKymeHmis: [leprcagHozo gop-
MyAspy AiKapcbKux 3acobie Ykpainu (7 eunyck) i KITHM/] xgopum Ha XI" wiis1iXoM 3MeHUIeHHs Npu3HayeHb Opy20psioHux /13,
wo 0o Hux He 8xodsimb. Ha cbo2o0HiwHili denb KITHM/] xeopum Ha XI' nompe6ye 0HO8/1eHHS, OCKIIbKU 8IH po3pobaeHull 11
pOKig moMmy 1 He 8i0n08idae cyvyacHuM 8umoz2am 0o 0aHUX HAYKOBO-MeIUYHUX HOPMAMUBHUX JOKYMEHMI8, IKi 00360/15110Mb
nputiMamu onmuMa/abHi KATHIYHI piwileHHs1 Ha Kopucmb nayieHma 32i0Ho 3 suMo2amu doka3o080i MeduyuHuU.

VEN U YACTOTHBIN AHAJIU3 KAYUECTBA ®APMAKOTEPAIIUU BOJIbHBIX C XPOHUYECKUM FENIATUTOM
0.B.Tkaueea, HTT®yHe, H.B.3asadckan*

HayuoHaawHbiii hapmayeemuueckuii ynugepcumem, I'Y «/JHenponempogckas meduyuHckas akademus»*

Karouesvie caosa: JIeKapCcmeeHHble cpedcmea 04151 1eveHust XPOHUYECKOo20 cenamuma,; aHa/au3 kavecmeda Jie4eHus

A5 nposedenus ananusa kavecmesa papmakomepanuu 79 60.16HbIX xpoHUUeckuM cenamumom (XI'), npoxoduswiux seveHue
8 2015 200y s yupesxcoeHuu 30pagooxparerusi (¥Y3) e. [lnenponemposcka, ucnoavzosaau VEN u yacmomHulil aHaaus. Yema-
Hos/1eHo, Mo gpapmakomepanusi 8 Y3 no HazHawaeMvIM apmakomepanesmuyeckuM 2pynnam omeevana OCHO8HbLM Hanpaesie-
HUSIM J1e4eHUs], YKA3aHHbIM 8 KAUHUYEeCKOM NPOMmoKo.ie okasaHus meduyurckoli nomowu (KIIOMII) 6o1bHbim XI, wmo nood-
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meepoicdaem payuoHa1bHOCMb 8payebHbIx HazHayeHull. Ho sHauumeibHoe koaiudecmso HasHaveHull Ha 1 6016Ho20 (8 cpedHem
89 JIC) ceudemesscmayem o noaunpazmasuu 8 daHHom omdeseHuu ¥3. Kpome mozo, no pesyrsmamam gopmaasHozo VEN-
aHau3a ycmaHos/1eHo 3Ha4umebHoe koauvecmeo JIC c undoekcom N (8mopocmeneHHble cpedcmaea), ymo yKkasbleaem Ha He-
06xodumocmb Koppekyuu HasHayeHuil JIC epavyamu daHHo20 Y3 8 coomeemcmauu ¢ Hay4HO-MeOUYUHCKUMU HOPMAMUEHbIMU
dokymermamu: [ocydapcmeeHHbIM HOpMYAIpOM AekapcmeeHHbIx cpedcmea Ykpaumol (7 evinyck) u KIIOMII 6o1bHbiM XT ny-
mem yMeHbUWeHUs HasHaveHull mopocmeneHHblx JIC, komopble 8 HUx He 8xodsim. Ha ce2odHsiwHutl dewb KTIOMII 601bHbIM
XT Hyscdaemcst 8 06HO8/1€HUU, NOCKOIbKY OH paspabomat 11 .1em Hazad u He coomeemcmayem co8peMeHHbIM MPeb08aHUSIM
K OQHHbIM HAYYHO-MEeQUYUHCKUM HOPMAMUBHBbIM OOKYMEHMAM, KOMopble N038015110M NPUHUMAMb ONMUMAIbHbIE KAUHU-
yecKue peuleHus 8 N0/b3y NayueHma e coomeemcmauu ¢ mpe6o8aHusiMu 0okazamenabHoll MeOUYUHbL
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