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SUMMARY

Introduction: We aimed to quantify patients’ and physicians’ preferences for therapeutic trade-offs involving the efficacy, side-effect
risks, and evidence uncertainty in chronic hepatitis B (CHB) treatments.

Materials and Methods: Physicians who treat CHB patients and adult patients with a self-reported physician diagnosis of CHB comp-
leted a web-enabled, discrete-choice experiment survey in Turkey. Both patients and physicians answered 12 treatment-choice questi-
ons. Each question required evaluating a pair of hypothetical CHB medication profiles defined by the years the medicine has been stu-
died (weight of evidence), probability that the patient’s viral load remains undetectable for five years with possible reversal of disease
progression (efficacy), five-year treatment-related risks of a fracture and renal insufficiency, and monthly medication cost. Logit models
were used to estimate preference weights for all attribute levels and the profile preference scores for three current CHB treatments. A
choice format conjoint analysis was used.

Results: 159 physicians and 117 patients completed the survey. Patients and physicians had discordant views on the relative impor-
tance of CHB treatment attributes. Patients ranked weight of evidence and efficacy as the most important attributes, while physicians
ranked efficacy and risk of renal insufficiency as the most important attributes. Both groups preferred a CHB medication profile charac-
terized by potent efficacy and low side-effect risk versus a medication profile characterized by a potent efficacy and moderate side-ef-
fect risk profile (p> 0.05). Both medication profiles were preferred over a CHB medication with poor efficacy and low side-effect risk pro-
file (p> 0.05 for patients and p< 0.05 for physicians).

Conclusion: This is the first study to quantify patients” and physicians’ preferences for CHB treatments in Turkey. Discordance betwe-
en physicians” and patients’ preferences can be explained by asymmetric knowledge and information regarding the importance of we-
ight of evidence and efficacy versus side-effect risks. This fact highlights the need for reflection of physician and patient perspectives on
regulatory and reimbursement decisions.
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OZET

Tiirkiye’de Hastalarin ve Doktorlarin Kronik Hepatit Tedavi Sonlanimlar Icin
Tercihleri Benzer midir?
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Giris: Bu ¢alismanin amaci kronik hepatit B (KHB) tedavisinde etkinlik, yan etki ve kanit diizeyindeki belirsizlikler agisindan hastalarin
ve doktorlarin sonlanim tercihlerini 6lcmektir.

Materyal ve Metod: Tiirkiye’de KHB tedavisi yapan doktorlara ve en az bir doktor tarafindan KHB tanisi konuldugunu bildiren hasta-
lara, web tabanli bir ayrik secim deneysel anketi uygulandi. Hastalar ve doktorlar antiviral tedaviler hakkinda, ¢oktan secmeli 12 soru-
yu yanitladi. flacin ne kadar siredir arastirildigii (kanitin miktar), bes yil boyunca hastanin viral yiikiin belirlenemez olma ve ilerlemis
hastaligin geri dénme olasiligi (etkinlik), bes yillik tedavide kirik ve bobrek yetersizligi riski ve aylik ilag maliyetiyle tanimlanmis hipote-
tik KHB ilaclari hakkinda soru ciftleri kullanilarak degerlendirme yapildi. Mevcut iic KHB tedavisi icin olusturulan profillere yénelik tercih
puanlarini ve tiim ézellik diizeylerindeki tercih agirligini hesaplamak icin logit modeller kullanildi. Tercih yapisinda konjoint analizi kul-
lanild.

Bulgular: Anketi 159 doktor ve 117 hasta tamamladi. Hasta ve doktorlarin KHB tedavilerinin 6zelliklerinin gérece énemleri degerlen-
dirmesinde celiskili gériisleri vardi. Hastalar kanit diizeyini ve etkinligi en énemli 6zellik olarak siralarken, doktorlar etkinlik ve bébrek
yetmezIigi riskini en énemli 6zellik olarak derecelendirdi. Her iki grup da, potent etkinlik ve dlisiik yan etki riskine sahip KHB ilacini, po-
tent etkinlik ve orta yan etki risk profiline sahip ilaca gore tercih etti (p> 0.05). Her iki ilag profili zayif etkili ve dtisiik yan etkili risk pro-
filine sahip KHB ilacina gdre tercih edildi (hastalar icin p> 0.05, doktorlar icin p< 0.005).

Sonug: Tiirkiye'de KHB tedavileri icin hasta ve doktor secimlerini 6icen ilk calismadir. Doktor ve hasta tercihleri arasindaki uyumsuziuk,
kanitin adirliginin 6nemi ve yan etki riskine karsin etkinlik hakkinda taraflar arasindaki esit olmayan bilgi diizeyi ile agiklanabilir. Bu bul-

gular, ruhsat ve geri 6deme kararlarina doktor ve hasta bakis acilarinin da yansitiimasi ihtiyacini géstermektedir.

Anahtar Kelimeler: Hepatit B, Sonlanim, Hasta, Hekim

INTRODUCTION

Chronic hepatitis B (CHB) is an important public
health problem and a leading cause of liver-related
morbidity and mortality in Turkeym. About 3.5 milli-
on people are infected with the hepatitis B virus
(HBV) in Turkey[z]. Approximately 15-40% of chro-
nically infected patients die of hepatic complications
secondary to the disease in Turkey. CHB will conti-
nue to be an important health problem in the future.
Despite the availability of effective vaccines, its wide
prevalence, association with serious morbidity and
mortality, and the problems encountered in the treat-
ment all contribute to making this disease an ongo-
ing major health problem in Turkey[gl. In Turkey, he-
patitis B is mainly treated and followed for complica-
tions by actively working 968 infectious disease spe-
cialists and 392 gastroenterohepatologists[4]. Howe-
ver, the specialists were unequally distributed betwe-
en the highest and lowest density provinces. The ma-

jority of physicians (82.8%) were recruited by the
public sector (Ministry of Health, 30%; Universities,
70%) and 53.7% of physicians were under 35 years
of agel®!.

The primary goal of treatment for CHB is to per-
manently suppress HBV replication, thereby redu-
cing the pathogenicity of the virus, resulting in less
hepatic necroinflammation. In clinical practice, the
short-term objective of treatment is to achieve “initi-
al response” in terms of HBeAg seroconversion
and/or HBV-DNA suppression, alanine aminotrans-
ferase (ALT) normalization, and prevention of hepa-
tic decompensation to ensure “maintained/sustained
response” and to reduce hepatic necroinflammation
and fibrosis during/after therapy!®. National and in-
ternational treatment guidelines also recommend tre-
atment of CHB patients based on HBeAg status,
HBV-DNA level, ALT level, and liver histopatho-
logy[6’8].
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Currently, six drugs have been approved by the
national health authorities in Turkey and are reimbur-
sed for the management of CHB by the Social Secu-
rity Institution: adefovir, entecavir, interferon alpha
2b, lamivudine, peginterferon alpha 2a, telbivudine,
and tenofovir. At present, potent antivirals (entecavir,
tenofovir) and peginterferon alpha 2a are the first-li-
ne drugs recommended by the medical treatment gu-
idelines. Lamivudine has been removed recently from
the list of preferred first-line drugs in Europe because
of its known high rate of resistance and evidence
showing the superiority of entecavir and telbivudine
to lamivudine. However, current reimbursement gu-
idelines in Turkey limit the use of first-line potent an-
tivirals in patients with high HBV-DNA levels (> 107).
Patients with HBV-DNA levels lower than this thres-
hold must start treatment with lamivudinel®!.

While health-technology assessment of HBV tre-
atments has focused primarily on relative efficacy
and cost, oral antiviral agents have also been associ-
ated with serious side effects with long latencies. The
risk of developing renal side effects in particular is an
increasing concern of the regulatory agencies. Detri-
mental side effects such as renal insufficiency evolve
slowly and usually are not symptomatic. Problems in
the follow-up of patients who do not present for ap-
pointments and in the sensitivity of laboratory met-
hods used in routine practice are other causes for un-
derdiagnosis of side effects of antivirals. Neverthe-
less, the long-term safety profile of CHB treatments
is a critical consideration because CHB patients typi-
cally require chronic, long-term therapy.

Patients’ knowledge and understanding of the ef-
ficacy and safety differences of the available treat-
ments are limited and are usually based primarily on
information provided by physicians. Because pati-
ents’ preferences can help inform treatment decisi-
ons, evaluation of the treatment benefits and risks
from a patient perspective is an important research
topic. In addition to physicians’ preferences, pati-
ents’ preferences regarding the efficacy, renal and
metabolic risks associated with oral antiviral treat-
ment and clinical experience of these drugs in CHB
can help inform optimal clinical decisions and impro-
ve long-term treatment adherence.

To our knowledge, this study is the first to elicit
patients’ preferences for outcomes associated with

CHB treatments and to evaluate which CHB treat-
ment attributes (or features) are most important to
physicians in making treatment decisions for CHB
patients. International best practice in health techno-
logy assessment requires evaluating the quantity and
quality of available evidence in licensing new drugs.
However, there are no existing data on the extent to
which weight of evidence matters to physicians and
patients when making treatment decisions. This
study is also the first to measure the relative impor-
tance to physicians and patients of the amount of sa-
fety and efficacy data available for a specific treat-
ment in Turkey or any other country.

MATERIALS and METHODS
Survey Instrument

Choice-format conjoint-analysis studies or discre-
te-choice experiments have been used increasingly to
quantify preferences for the attributes of health, he-
alth care, and health care policy!1%-11. Choice-for-
mat conjoint analysis is a systematic method of elici-
ting trade-offs to quantify the relative importance res-
pondents assign to various treatment attributes or
outcomes. It is based on the premise that medical in-
terventions are composed of a set of attributes or
outcomes and that the attractiveness of a particular
intervention to an individual is a function of these att-
ributes!12-18],

The attributes were chosen to meet two criteria:
attributes were clinically relevant, and attributes in-
corporated physicians’ assessment of patient con-
cerns. Likewise, the range of levels of each attribute
met three criteria: the range of levels for each attri-
bute spanned the clinically relevant range of outco-
mes seen in clinical trials or clinical practice, differen-
ces in levels encompassed the range of improve-
ments in efficacy outcomes or the range of increases
in side-effect or risk outcomes that were seen in cli-
nical trials or clinical practice, and the range of levels
for each attribute encompassed the range over which
respondents were willing to accept trade-offs among
attributes. Based on input from clinical experts, revi-
ew of product inserts, and face-to-face interviews
with 10 physicians who treat CHB patients in Spain,
10 CHB patients in Spain, and five CHB patients in
France, we identified five treatment attributes to
describe the CHB treatment alternatives in this study
(Table 1): how long the medication has been studied

FLORA 2012;17(1):29-38

[31



Mohamed AF, Johnson FR, Hauber AB,

Lescrauwaet B, Saylan M.

Do Patients and Physicians Have Similar Preferences for
Chronic Hepatitis B Treatment Outcomes in Turkey?

Table 1. Attributes and levels for the treatment-choice questions

Abbreviated

attribute
Patient attribute Physician attribute label Levels
How long the medicine How long the medicine has How long the 6 years
has been studied been studied (weight of medication has 3 years
(weight of evidence) evidence) been studied 1 year

What doctors think the chance
is that the medicine will work
well for 5 years (long-term
efficacy)

What doctors think the
chance is that you will

have a broken bone if you
take the medicine for

5 years (5-year fracture risk)

What doctors think the
chance is that you will
have kidney damage if
you take the medicine for

Probability that the patient’s
viral load remains undetectable
for 5 years, with possible
histological improvement or
reversal of disease progression

5-year treatment-related risk
of a fracture

5-year treatment-related
risk of renal insufficiency,
where a fracture has not
been detected yet

Probability viral load
is undetectable

5-year treatment-
related risk of a
fracture

5-year treatment-
related

95 out of 100 (95%)
80 out of 100 (80%)
70 out of 100 (70%)

None

1 out of 100 (1%)

5 out of 100 (5%)
10 out of 100 (10%)

None
1 out of 100 (1%)

5 years (5-year risk of
kidney disease)

Personal cost to you

each month each month

Personal cost to the patient

risk of renal 5 out of 100 (5%)
insufficiency 10 out of 100 (10%)
Cost 0 Euro

10 Euro

25 Euro

75 or 150 Euro

(weight of evidence), probability that the patient’s vi-
ral load remains undetectable for five years with pos-
sible histological improvement or reversal of disease
progression (long-term efficacy), five-year treatment-
related risk of a fracture, five-year treatment-related
risk of renal insufficiency where a fracture has not be-
en detected yet, and personal medication cost to the
patient each month. As indicated in Table 1, the sa-
me attributes and levels were included in both the pa-
tient and physician survey versions, but the labels we-
re slightly different to adapt the survey language to
each sample. The survey instrument was translated
from English to Turkish, and the translation was ve-
rified using forward and backward translation met-
hods.

Patients answered 12 treatment-choice questions
from among constructed medication profiles (Figure
1). Physicians answered 12 treatment-choice questi-
ons from among constructed medication profiles for

three hypothetical patients (4 treatment-choice ques-
tions for each patient profile) (Figure 2). Each medi-
cation profile was defined by varying levels of the fi-
ve treatment attributes. Respondents were asked to
state the hypothetical medication they would choose
if these were the only medications available. The
three hypothetical patients were developed to en-
compass the range of possible CHB patients physici-
ans may treat.

To create treatment profiles for the treatment-
choice questions, we employed a commonly used al-
gorithm to construct a statistically efficient experi-
mental design resulting in 36 choice pairs[19'21]. The
final experimental design consisted of three survey
versions, each containing 12 treatment-choice ques-
tions. Each respondent was randomly assigned to
one of the three versions. In addition, the patient sur-
vey elicited standard demographic information (e.g.,
age, gender, race, marital status, and education) as
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Figure 1. Example treatment-choice question (pati-
ent version).

well as a number of items about the patients’ experi-
ences with CHB. The physician survey instrument al-
so collected information on gender, years in practice,
average number of CHB patients treated each
month, average number of CHB patients each
month that are prescribed CHB antiviral treatments,
practice type, and practice setting. The survey was
approved by RTI International’s Office of Research
Protection and Ethics (Research Triangle Park, NC,
United States).

Survey Sample

All patients were required to be 18 years of age
or older and have a self-reported physician diagnosis
of CHB. All physicians were required to be board-
certified (or eligible) physicians currently treating
CHB patients. Harris Interactive (HI) (Rochester, NY,
United States), an international market-research
company that specializes in survey research using
both telephone and online surveys, recruited respon-
dents in Turkey. First, physicians were selected using
hospital directories and physician association lists.
Second, physicians were contacted by direct telepho-
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Figure 2. Example treatment-choice question
(physician version).

Patient 1: A 55-year-old female has chronic hepati-
tis B. She is HBeAg (-), with HBV-DNA at 2.500
IU/mL and ALT at 2 x ULN. A liver biopsy showed
severe active necroinflammation. The patient’s he-
alth is otherwise good (no significant comorbi-
dities).

ne at their workplace. For the study, physicians we-
re recruited via an e-mail invitation asking them to
participate in the online survey. Subsequent remin-
der e-mails were sent within a week of the invitation.
If a physician did not complete the survey, HI follo-
wed up with a telephone reminder. Patients were se-
lected through clinics and physician referrals and
contacted by telephone and invited to take the onli-
ne survey. Patients for the study were recruited via an
e-mail invitation asking them to participate in the on-
line survey. Subsequent reminder e-mails were sent
within a week of the invitation. HI administered the
Web-enabled survey to all respondents in May 2010.

Statistical Analysis

We used multivariate, random-parameters logit
for the physician sample and nested-logit for the pa-
tient sample to estimate the choice models. Random-

FLORA 2012;17(1):29-38
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parameters logit avoids potential estimation bias
from unobserved decision-weight heterogeneity in
discrete-choice models by estimating a distribution of
preference weights across respondents for each cho-
ice parameter[22*23]. In addition, because each res-
pondent provided responses to more than one treat-
ment-choice question, the model controlled for wit-
hin-respondent correlation.

The random-parameters and nested-logit choice
models estimate the effect of each attribute on the
probability of choosing a medication alternative. We
used effects coding (where the parameter for the
omitted category is the negative sum of the included
categories) instead of dummy coding for the probabi-
lity that the viral load is undetectable, five-year treat-
ment-related risk of renal insufficiency, and five-year
treatment-related risk of a fracturel?¥. In addition, for
the physician sample, the “none” and “1%” levels for
five-year treatment-related risk of a fracture were
combined as “0.5%” because physicians indicated no
difference in preferences between these two adjacent
levels. How long the medication has been studied
and costs were modeled as linear variables based on
the results of specification tests. The appendix con-
tains Table 2 and 3 with the model coefficients for
each sample. These log-odds coefficients can be in-
terpreted as mean preference weights, indicating the
relative strength of preference for each attribute le-
vel. In addition, we also calculated profile preference
scores using the estimated weights for the attributes
of three different hypothetical medication profiles
used to treat CHB: Medication A (poor efficacy &
low side-effect risk), Medication B (potent efficacy &
moderate side-effect risk) and Medication C (potent
efficacy & low side-effect risk) (Table 4).

The data obtained from physicians in this study
has been published in a multi-center study[25].

RESULTS
Study Sample

In Turkey, 117 patients and 159 physicians were
eligible and agreed to participate in the survey. The
majority of all patients were female (54%), single
(65%), and had a secondary school qualification or
less (64%). The mean age of the patients was 29 ye-
ars (standard deviation = 9 years). The majority of
patients had been diagnosed with hepatitis B in the
past two years (61%), and had seen a health care
professional for their infection three times or less in
the past year (69%). Most patients did not report ha-
ving hypertension (96%), diabetes (95%), or osteopo-
rosis (99%). Twenty-eight percent of patients were
taking oral prescription pills to treat hepatitis B (with
74% of those on prescription pills taken once daily).

The majority of all physicians were male (76%)
and had practiced medicine for over 10 years (76%).
Twenty-three percent of physicians treat more than
10 CHB patients per month in their practice, and
13% also administer antiviral medications to more
than 10 patients per month in their practice. The
most common practice types were public (43%) and
university hospitals (25%). Twenty-six percent were
gastroenterohepatologists, 16% were infectious dise-
ase specialists, 35% were internists, 9% were neph-
rologists, and 14% were classified as “other”. All res-
pondents provided an online informed consent to
participate in the survey.

Drug Profile Scores

Figure 3 presents the patient-preference-weigh-
ted profile scores and 95% confidence intervals for
the three drugs. For Medication A, probability the vi-
ral load is undetectable had a negligible effect on pa-
tient preferences due to the low rate of 42% compa-
red to the other two drugs. How long the medication

Table 4. Drug profiles

Attribute label A B C
How long the medication has been studied 5 years 4 years 5 years
Probability viral load is undetectable in 5 years Low High High
5-year treatment-related risk of a fracture Low Moderate Low
5-year treatment-related risk of renal insufficiency Low Moderate Low

34|

FLORA 2012;17(1):29-38




Mohamed AF, Johnson FR, Hauber AB

Tuarkiye'de Hastalarin ve Doktorlarin Kronik Hepatit Tedavi

Sonlanimlari Icin Tercihleri Benzer midir?

Lescrauwaet B, Saylan M

9|qedidde JoN = V/N

‘[9pOoW 3210YD dY} WO SIUBIDIYI0D Jo sppo-Ho| sy syuasaid ajqey sy “parngusip Ajjewiou sem sajawesed yoeg ,

¢0C'0 000°0 GGS°S- €0L0 (VAN V/N (eauny) 3s0D
L¥0°0 000°0 8 L°8- ¥20°0 €61°0- %01
S¥0°0 2910 66¢°L- €200 €00 %S
¥¥0°0 9100 00%°¢ 2c0°0 #50°0 %L
¢S0°0 000°0 SEV'9 £20°0 Z/1°0 2Jueyd ON ASuapiynsul [eual JO YSU pale[ai-luswieal) Jeak-g
8¥0°0 000°0 So¢v- ¥20°0 010" %01
S¥0°0 €920 6LL°L- €200 9¢0°0- %S
S¥0°0 €100 86¥°¢C €200 £S0°0 %L
L¥0°0 L00°0 /8l°¢ ¥20°0 9/0°0 aoueyd oN ainjdel) e JO YSH pIje[al-juswiiesl) Jesh-g
0¥0°0 000°0 vLL'9- 0200 SCLo- %0/
S€0°0 900°0 19/°C 8L0°0 6%0°0- %08
9%0°0 000°0 89¢°/ #2¢0°0 ¥/1°0 %56 3]qe1d313pun si peoj [edia Ayjigeqold
6€0°0 000°0 0ce’s 0¢0°0 £01°0 V/N paIpMs usaq sey uonedipsw syl buo| Moy
uoneinaqg anjea d J1Is11e)s-1s3] 10U paepuels JUBDIYR0D s|aAa |12qe| aInquUNY
osuenisAyd uoy sajewiss JuapYa0) € Iqel
"3|qedijdde 10N = V/N
‘[SpOoW 321042 34} WO} SIUSIDYIS0D 10 sppo-bo| ayy syuasaid 9jge) siy| ‘paInguisip Ajjewlou sem Jsjaweded ydeq ,
€00°0 0000 L09°9- ¢00°0 LLO'O- V/N (deaulf) 350D
€6C°0 000°0 0€0°0lL- 6vL°0 661 L- %01
S/ZL°0 0000 188°¢- 630°0 L¥E0- %S
L0C'0 000°0 1959 €0L0 ¥/9°0 %L
€€C’0 000°0 0886 6LL°0 Ll asueyd oN ASuspinsul [eual JO sk pale[RI-lUBWIRa] Jeak-¢
L6L°0 000°0 S9/L V- 00L0 8/¥°0- %01
0sLo €veo0 6¥6°0- 9/0°0 ¢L0°0- %S
2910 000°0 8%9°9 €80°0 0SS0 %S0 3INnydel) B JO JSU pale[ai-luswileal) 1edk-g
€020 0000 086°/- ¥0L°0 /480" %0£
LELO €00°0 (86°C- /90°0 661°0- %08
90¢°0 0000 8€L°6 S0L0 S2o'L %56 3|qe3dRlspun s peo| |edia Ajjiqeqo.d
Y10 0000 9899 2¢0°0 SLZo V/N paIpnls ussq sey uonedipsw 3yl buo| moy
uoinleinag anjea d J1IS1Ie)S-1S9] 404D plepuels JUSDYIR0D NEYES| 19ge| 3InqLNIY

eSUanled J0j sa1eWISS JUBIDYYS0D “Z d|qel

|35

FLORA 2012;17(1):29-38




Mohamed AF, Johnson FR, Hauber AB,
Lescrauwaet B, Saylan M.

Do Patients and Physicians Have Similar Preferences for
Chronic Hepatitis B Treatment Outcomes in Turkey?

1.6
1.4 -
1.2 -
1.0 -
0.8 1
0.6 1
0.4 {
0.2 {

0 T T
Medication A Medication B Medication C

—
Bl

Score

1

5-year treatment-related risk of renal insufficiency
5-year treatment-related risk of a fracture

[C] Probability viral load is undetectable at 5 years

] How long the medication has been studied

7
¢ |
5| i
4
[}
1%
w3
2- ‘|'
LI
0 T T

Medication A Medication B Medication C

5-year treatment-related risk of renal insufficiency
5-year treatment-related risk of a fracture

[T Probability viral load is undetectable at 5 years

] How long the medication has been studied

Figure 3. Patient-preference-weighted drug profile
scores.

has been studied (indicated in blue) had the largest
positive impact, followed by five-year treatment-rela-
ted risk of renal insufficiency (indicated in yellow) and
five-year treatment-related risk of a fracture (indica-
ted in green). For Medication B, five-year treatment-
related risk of a fracture had a negligible effect on pa-
tient preferences, whereas probability the viral load is
undetectable (indicated in red) had the largest impact,
followed by how long the medication has been studi-
ed and five-year treatment-related risk of renal insuf-
ficiency. For Medication C, how long the medication
has been studied had the largest effect, followed by
probability the viral load is undetectable, five-year tre-
atment-related risk of renal insufficiency, and five-ye-
ar treatment-related risk of a fracture. In general, for
patients, how long the medication has been studied
and probability the viral load is undetectable had lar-
ger impacts on CHB treatment preferences than fi-
ve-year treatment-related risk of renal insufficiency
and five-year treatment-related risk of a fracture.

Figure 4 presents the physician-preference-we-
ighted profile scores and 95% confidence intervals
for the three drugs. For Medication A, probability the
viral load is undetectable had a negligible effect on
physician preferences. How long the medication has
been studied had the largest impact, followed by five-
year treatment-related risk of renal insufficiency and
five-year treatment-related risk of a fracture. For Me-
dication B, five-year treatment-related risk of a frac-

Figure 4. Physician-preference-weighted drug pro-
file scores.

ture had a negligible effect on physician preferences,
whereas probability the viral load is undetectable had
the largest impact, followed by how long the medica-
tion has been studied and five-year treatment-related
risk of renal insufficiency. For Medication C, proba-
bility the viral load is undetectable had the largest ef-
fect, followed by how long the medication has been
studied, five-year treatment-related risk of renal insuf-
ficiency, and five-year treatment-related risk of a frac-
ture. In general, for physicians, probability the viral
load is undetectable and five-year treatment-related
risk of renal insufficiency had larger impacts on CHB
treatment preferences than how long the medication
has been studied and five-year treatment-related risk
of a fracture.

The results indicate that even though the relative
attribute contributions were similar between physici-
ans and patients, how long the medication has been
studied had a larger effect on patient preferences
than physician preferences. Furthermore, five-year
treatment-related risk of renal insufficiency was more
important to physicians than patients when selecting
CHB treatments. With respect to the three drugs,
both physicians and patients preferred Medication C
to Medication B (p> 0.05), Medication B to Medica-
tion A (p> 0.05 for patients, p< 0.05 for physicians)
and Medication C to Medication A (p> 0.05 for pa-
tients, p< 0.05 for physicians). Although the effect
differences may be clinically meaningful, the estima-
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tes were not always statistically significant in these
sample sizes (p> 0.05).

DISCUSSION

This study is the first to measure the relative im-
portance to physicians and patients of the amount of
safety and efficacy data available for a specific treat-
ment in Turkey or any other country. This study of
physicians’ and patients’ preferences for CHB treat-
ments vielded several important results. First, the
pattern of choices observed in the treatment-choice
questions indicated that patients and physicians attri-
buted different relative importance to CHB treatment
attributes. Patients ranked how long the medication
has been studied and probability that the viral load is
undetectable as the most important attributes, while
physicians ranked probability that the viral load is un-
detectable and five-year treatment-related risk of re-
nal insufficiency as the most important attributes.
Both groups ranked five-year treatment-related risk
of a fracture (where decrease in phosphorus levels is
used as a proxy of fracture risk) as the least impor-
tant attribute. To our knowledge, these results provi-
de the first systematic, quantitative evaluation of
physicians’ and patients’ preferences for CHB treat-
ments in Turkey.

All of these results are best interpreted with an
awareness of several issues and qualifications. First,
while choice-format conjoint-analysis methods are
increasingly used to support regulatory decisions, to
identify optimal treatment guidelines, and to promo-
te patient-centered medicine, they have limitations.
The most important limitation is that respondents
evaluate hypothetical treatments. These trade-offs
are intended to simulate possible clinical decisions,
but obviously do not have the clinical consequences
of actual decisions. Thus, differences can arise bet-
ween stated and actual choices. In this study, an at-
tempt was made to minimize such potential differen-
ces by offering alternatives that mimic real-world tra-
de-offs as closely as possible. Nevertheless, there are
many factors that can influence actual treatment de-
cisions that are not accounted for in our study. This
study was also based on relatively small physician and
patient samples. If these samples are insufficiently
representative, our comparisons could be affected.
Subgroup analysis according to physicians’ specialti-
es and settings could not be performed because of

the relatively small sample size. As there is no study
showing relative risk of fracture due to antiviral use in
hepatitis B, decrease in phosphorus levels were used
as a proxy. However, risk of fracture term was used
in the questionnaire for ease of understanding of pa-
tients. Another potential limitation is the sources of
the attribute levels for the three drug profiles repor-
ted in Table 4. If any of the profiles are different to
those reported in Table 4 based on additional clinical
data, the results will be slightly different and would
have to be updated. The results included in this pa-
per are really more of an illustration to demonstrate
how choice-format conjoint studies can be applied to
help regulators or other decision-makers understand
physicians’ and patients’ preferences for CHB treat-
ments and also to understand how those preferences
may differ.

Discordance between the priorities for improve-
ments elected by patients and by their respective
physicians is an important concern in other diseases
areas'?0-27] Discordance between physicians and pa-
tients regarding treatment attributes can be explained
by asymmetric knowledge and differences in expec-
tancies and priorities for health status. This fact high-
lights the need for reflection of physician and patient
perspectives on regulatory and reimbursement decisi-
ons.
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