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EXECUTIVE SUMMARY

Familial Mediterranean fever (FMF) is a genetic disease predominantly affecting ethnic
groups such as Armenians, Jews, Arabs and Turks. Signs of the disease are recurrent self-limited
attacks of fever and polyserositis, considerably affecting quality of life of the diseased people. A
life-threatening complication of the disease is amyloidosis. In affected regions, the prevalence of
the disease and carrier rates among the population is high.

Although the genetic etiology of the disease is well established, various investigations
indicate the influence of some non-genetic factors on the disease pathways. Further research on
the influence of these factors could lead to improved management of FMF and reduction of
frequency and severity of attacks. The proposed study aims to investigate the impact of
endocrine changes (pregnancy, lactation periods, menstruation and oral contraceptive use) on the
frequency and duration of FMF attacks in women.

The design of the proposed study is retrospective cohort. The study population includes
women with genetically verified diagnosis of FMF in the age range 20-40 years. Participants
who never were pregnant will constitute the first group of comparison (unexposed); those who
have had pregnancy within the last three years with duration of at least 4 months or are at fourth
month of pregnancy and over during the study will comprise the second group of comparison
(exposed). The calculated sample size is 214 women.

The study team will conduct telephone interviews with participants. The study
questionnaire includes 87 close-ended questions with the following sections: socio-demographic
information, disease history, FMF treatment, reproductive health, disease course in the last six
months and disease course during the pregnancy period in the last 3 years. The student
investigator conducted a pilot study to pretest and improve the study protocol and the instrument.
The main outcome variables of interest are FMF attacks’ frequency and duration; adherence to
treatment during pregnancy. The main explanatory variables of interest include: period of
pregnancy, period of lactation, and oral contraceptive use.

Data collection will be followed by double entry and data cleaning. The study will use
Chi-square test to compare categorical variables and t-test to compare continuous variables.
Binary logistic regression and multiple logistic regressions will be utilized to control for
confounders.

The estimated budget of the study is 2,014,070 AMD. The personnel of the study include
project coordinator, data collection and entry staff. The anticipated duration is three months.

The Institutional Review Board (IRB)/ Committee on Human Research of the American
University of Armenia approved the study protocols.

During the pilot study one of the participants reported complete symptomatic remission
of regular monthly attacks during separate six-month and two three-month periods of oral
contraceptive use prior to diagnosis of FMF. Along with a very limited number of similar
reported cases in the literature, this case supports the hypothesis of the proposed study on the
relation between female hormonal changes and the course and severity of FMF and is reported as
part of this proposal.



INTRODUCTION

1. Literature review

1.1 Disease description/ Historical overview
Familial Mediterranean Fever (FMF) is a genetic disorder with the autosomal-recessive
type of inheritance, which is described mainly by recurrent, self-limited paroxysms of fever and

polyserositis*?.

The specific characteristics of the paroxysms (attacks) were first described by Siegal in
1945; he defined the disease as an independent nosologic entity®. In 1951 Cattan and Mamou
characterized renal complication as a cause of mortality in FMF patients®. The first description
of menstruation as a coincident of attacks was given by Schwartz in 1960°. The daily treatment

of FMF with colchicine was established by Goldfinger in 1972°.

In the nineteen-eighties, several case series were published that contributed to the
knowledge of the prevalence, incidence, geographical distribution, possible etiological factors of

FMF and the factors affecting disease manifestation and severity’ ™.

The widespread name of the disease is Familial Mediterranean Fever. This name was
suggested based on criteria of recurrent fever, Mediterranean basin localization of diseased
people and inherited origin®. Likewise there are several alternative names of the disease such as
periodic fever, benign recurrent polyserositis™, and familial paroxysmal polyserositis, which is

more descriptive of the clinical manifestations and pathophysiology of the disease.

The genetic etiology of FMF, based on a mutation in the MEFV gene (official name —

Mediterranean fever), was discovered by two independent groups of researchers in 19974,



This crucially important discovery became a corner-stone for the basis of new research for

understanding the pathogenesis and prevention of the disease.

1.2 Prevalence/ Significance

The prevalence of FMF varies among different affected populations. For Jews, the
prevalence rate is 100 cases per 100,000 population®®, but depending on the ethnic group the
prevalence varies between 1.37 cases per 100,000 (In Ashkenazi Jews) to 100-400 cases per
100,000 (for Sephardic Jews)***>. The FMF prevalence is 100 to 250 cases per 100,000 for
Turks™*, 2.5 cases per 100,000 for Levant Arabs’. Data on the prevalence of FMF in
Armenians obtained from different studies varies from 100 to 500 cases per 100,000
population**°. The disease prevalence is less in other affected populations such as Greeks,
Italians, Persians, Moroccans, Algerians, Tunisians, Cypriots, Lebanese, Jordanians, Cretans and

Japanese 2%,

According to the only meta-analysis of FMF studies, including 14 different populations,
the mean carrier rate (the rate of healthy individuals carrying the genetic mutation) is 0.186%.
The carrier rate for the Armenian population is 0.210, which is the third highest value among the
14 populations in the meta-analysis. The high rate of healthy carriers suggests Armenians was
one of the founder populations for several “classical” mutations in MEFV genezo. The most
frequent MEFV mutation among carriers in the Armenian population is M694V. Among all

affected populations, the frequency of this mutation is highest among carriers in the Armenian

population as well?.

With respect to the distribution of the mutations among FMF patients, the prevalence of

M694V mutation is the highest in Jews, Syrians, Turks and Armenians respectively; the



prevalence of V726A mutation is the highest in Cypriots, Armenians, Arabs and Syrians
respectively; M680I mutation is the highest in Armenians, Turks, Greeks and Tunisians

respectively®.

From a recent study in Armenia a majority of patients had two mutations (74.8%), with
M694V being the most common mutation (50.6%) and the most common genotype was
M694V/M694V (20.9%)?. The frequency of M694V/M694V in the group of patients with renal
amyloidosis was significantly higher than the patients without complication?’. This mutation has
been previously associated with earlier disease onset, more severe symptoms? and often with

amyloidosis®* 2%,

1.3 Clinical description of FMF

The clinical manifestation of the disease is in recurrent attacks of polyserositis and
fever®®. Polyserositis manifests as isolated or combined peritonitis, synovitis and pleuritis®>".
Disease signs vary in different populations, among individuals and can even change over a
patient’s lifetime®. However, peritonitis (which mimics acute abdomen) and fever are the most

3,31-34

prevalent symptoms that occur in 90-95% of cases in different populations , next most

frequent symptom is pleuritis®.

The first manifestation of the disease in 80% of cases occurs in childhood and in 90%
before 20 years old’. On average, attacks last 1-3 days, with average periodicity of attacks of
one per month®223¢_ Although attacks are sudden in nature, almost half of the patients describe
a prior aura of the disease such as psychological uneasiness and discomfort. Several studies
(among them a study in twins®’) showed that emotional, physical, physiological and

environmental factors®® precede and influence FMF exacerbation, multiplicity of clinical
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symptoms and disease severity***°. Among those factors are emotional stress, menstruation,
excessive/intense physical activity, high-fat diet, viral illness, tiredness, long-lasting standing,

long-duration travel, trauma, starvation and extremes of temperature®>%“,

1.4 Gene causing FMF

Mutation in the MEFV gene is the basis of etiology of FMF*2. Molecular location of the
MEFV gene is on chromosome 16p at position 13.3 and includes 10 exons*2. There are more
than 50 mutations that have been identified in MEFV gene®. The most frequent mutations are in
exon 2 (E148Q) and 10 (M694V, M6801, M6941, V726A)*. Among them - E148Q, M694V,
V/726A are the oldest and believed to be originated from Mesopotamia about 2500 years ago*.
The MEFV gene is responsible for the pyrin (marenostrine) protein formation*’. Some mutations
includes deletion of part of the DNA from the MEFV gene, leading to abnormal pyrin production
or more commonly replacing amino acid methionine with amino acid valin. This replacement

occurs in the protein position 694 (M694V)*.

It is notable to discuss the phenomenon of pseudodominant inheritance. It mimics the
autosomal recessive gene as an autosomal dominant gene. The genotype-phenotype study in
Armenian population suggests that FMF symptoms in some patients is associated with
heterozygous mutations®. Analyses of MEFV gene mutation of 200 pedigrees of diseased
probands in Armenia revealed autosomal recessive mode of inheritance in 91.5% and

pseudodominant mode of inheritance in 8.5% of all investigated patients?.

1.5 Atopic model of disease etiology
An atopic model of FMF etiology was proposed by H.K. Armenian®®. The main concept

of the atopic model is that clinical expression of the disease is caused by the combination of the



genetic mutation and modifying factors, whereas disease exacerbation (paroxysms) occurs in the
presence of the environmental precipitating factors. A variety of observations and investigations

maintain the atopic model of the etiology of the disease">#34°

, such as different disease course
in twins with FMF®"; stress as a trigger to the attacks®; change of the disease course within the

same individual, also between individuals of the same family and the same allele mutation®®.

1.6 Etiopathogenesis of paroxysms and inflammation in FMF
Etiopathogenesis of the inflammation in FMF has been incompletely explored and
explained. Several investigations have provided some reasonable interpretation but none of them

have proposed an adequate explanation of the mechanism of inflammation.

As it was mentioned above, the product of MEFV gene is the protein pyrin expressed in
granulocytes, monocytes and fibroblasts*”*®. Several studies have investigated pyrin localization
and the main mechanism of contribution of its defective form to the inflammation during FMF
paroxysm, but insomuch only the co-localization of pyrin with the actin cytoskeleton and a
colchicine-like bind of microtubules were shown, which identified the pyrin role in
inflammation***!, The pathogenesis of defective pyrin in inflammation during FMF

paroxysms is still unclear.

A recent study showed that pyrin without mutation inhibits proinflammatory cytokine IL-
1B production by inactivating its converting enzyme caspase-1°%. This inhibition is supported by
SPRY (B30.2) domain of the pyrin. Notably, the majority of FMF associated mutations exist in
this domain®. Mutated pyrin has decreased ability to inhibit caspase-1, which results in
uncontrolled secretion of IL-1p and to unregulated inflammation®. This could explain the

pathogenesis of inflammation during FMF. This evidence is supported by successful treatment



of colchicine-resistant patients with Anakinra which binds IL-1 type 1 receptors by competitive

inhibition, therefore blocking activity of IL-1p*°.

1.7 Endocrinological model of attacks in women

Several studies explored the role of the endocrine system in the pathogenesis of
inflammation in FMF. Some of these studies looked at the relationship between FMF attacks

and pregnancies and menstruation®*>°,

In one of those studies®®, 62.5% of participants had absolute remission of the symptoms
during pregnancies and for 15.0% attacks were alleviated. A total of 17.5% mentioned that their
attacks even worsened. It is notable that only 10% of all participants continued using colchicine
during pregnancies, thus patients did not recieve treatment and consequently the attacks should
have worsened. However, the results showed that more than half of the patients reported

symptomatic remission®?.

Another study conducted in the pre-colchicine era looked at 15 pregnancies and lactation
periods that followed®*. These periods were completely free from the paroxysms. The same
effect was observed after treatment of these patients with estrogen or progesterone or both
hormones. Using female sex hormones was considered as one of the effective treatments in the
pre-colchicine era, which indirectly indicates the role of change in female sex hormones on

disease™.

A recent study conducted among women with FMF looked only on menstruation as a
trigger for paroxysms®. Seven percent of women reported that only menstruation triggered their

paroxysms. Of those who reported menstruation as the only trigger for their paroxysms, 20%



had complete symptomatic remission after the usage of oral contraceptives™ (though there is no
information on the type of oral contraceptives used, whether they were estrogen/progesterone-
containing or combined). In a study among Armenian patients, out of four women who used
birth control pills two had complete symptomatic remission, while the remaining two reported no
effect of oral contraceptive use on the occurrence of their attacks*’. Another case study of a
woman who reported an initiation of attacks 24 hours after menstruation showed complete
symptomatic remission after combined oral contraceptive use®®. Two other studies reported that,
respectively, 33.7% and 53.0% of the female patients reported that their attacks often occurred
simultaneously with their menstruation®®®®, There are also some case reports that support the

evidence of coincidence of menstruation and the FMF paroxysms>>41:425657

Changes in the disease course during pregnancy, menstruation and oral contraceptive use
observed in these studies could be attributable to the role of estrogen. Estrogen inhibits on IL-1§
activation of 1L-6, which induces acute phase reactants®>>. Thus, interrupting this process by
estrogen could indirectly improve inflammation. This mechanism is similar to the effect of
colchicine. The lower the concentration of estrogen in the tissues, the less colchicine-like effect it
produces. A similar colchicine-like effect of estrogen is observed on the tubulin assembly™. Of
note, estrogen and colchicine are both metabolized in the liver by the same cytochrome P (CYP)
3A4* The smaller the concentration of estrogen in the body, the higher is the rate of

colchicine metabolism and thus the increased likelihood of attacks.

Estrogen levels in women depend on their age, the phase of menstruation and
pregnancy®®. The estrogen level reaches its peak at the age range of 30-39 and decreases in the
postmenopausal period®®. As to the menstrual cycle, estrogen starts increasing during the early

follicular stage (1-9 days of menstrual cycle) of it, reaches its first peak during ovulation (14-15
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days of menstrual cycle), then, after a mild decrease the estrogen rises to its second peak in the
mid-luteal stage (20-23 days of menstrual cycle), after which its levels drop dramatically at the
end of menstrual cycle (27 - 28 days) and in the ischemic stage of menses (abruption of the
blood supply due to contraction of the endometrial spiral arteries, which leads to the sloughing of

functional layer of the endometrial tissue) *°.

Regarding the pregnancy, the estrogen levels increase tremendously from physiological
norm of 26-149 pg/ml for a pre-menopausal women (depending on menstrual cycle) to 2000 —

30000 pg/ml (depending on the week of gestation)®.

The physiological fluctuations of estrogen adequately explain results of the above

mentioned studies and correspond to the mechanisms of estrogen actions.

1.8 Treatment

The treatment of FMF is in the prevention of paroxysms and complications of the
disease™. Colchicine remains as the principal drug for the treatment of FMF. Its effectiveness
was showed in several placebo-control trials®*®. The main function of colchicine is in
precluding polymerization of protein tubulin isoforms to form microtubules®. The collapse of
microtubular chain results in reduction of expression of adhesion molecules on neutrophils. It has
also been shown that colchicine decreases the levels of inflammatory cytokins like I1L-6, IL-8,

TNF-0*2°,

According to the US Food and Drug Administration, colchicine pertaines to the C class
teratogenecity drugs meaning that only studies on the animals showed teratogenecity of the drug
while there are no appropriate and well-designed studies on humans. Therefore colchicine could

be prescribed to pregnant women only after weighting its possible benefits against possible



harmful effects®. It was observed that some pregnant women refused to take colchicine
referring to the caution note in the drug instruction, whereas some others continued its usage due

to the fear that the severe symptoms of the disease would return®.

It is also worth mentioning that several studies among pregnant women who used
colchicine during pregnancy failed to find any abnormalities in the fetus such as congenital
malformations or chromosomal abnormalities in any higher rates than among general population.
Moreover, previously proposed amniocentesis among these patients was withdrawn from clinical

practice®® e,

2. Rationale for investigation

Though there has been substantial research on the genetic etiology of FMF, there has
been a scarcity of follow up research on the disease causal pathways downstream. However,
such research could lead to improved management and reduction of frequency and severity of
attacks in FMF. The proposed study may contribute to the knowledge of endocrinological
mechanisms in the pathogenesis of FMF by investigating the course of the disease during
pregnancy. Additionally, this study may contribute to better understanding of the disease course
in women and whether it is associated with lactation periods, menstruation, reduced fertility, oral

contraceptive use, and adherence to prescribed or canceled treatment during pregnancy.

In summary, the concept of the “Atopic model”; the clinical variations of FMF between
similar groups and within the same person, and endocrine-related changes of the disease course
observed in several studies lead us to hypothesize that the course of disease varies with

pregnancy status, lactation and oral contraceptive use. Given high prevalence of the disease



among the Armenian population, this study will make an important contribution in overseeing

FMF as a public health problem in Armenia.

2.1 Research questions
1. Are there associations between pregnancy, lactation status, oral contraceptive use and
FMF paroxysms’ frequency and duration among reproductive age (20-40 years)
women with FMF in Armenia?
2. Compared to out-of-pregnancy periods, are there differences in adherence to
treatment during pregnancy periods among women in reproductive age (20-40 years)

with FMF in Armenia?

3. Methodology

3.1 Study design
The study will utilize retrospective cohort design as more appropriate to address the study
research questions in a reasonable time frame and with restricted resources. A two-group

comparison survey will be conducted.

The study participants will be chosen from the database of the Center of Medical
Genetics as the only center that provides genetic verification of the FMF diagnosis. Afterwards,
the participants will be contacted to be introduced to the investigation, to get an oral consent and

to arrange telephone interviews.

3.2 Study population
Target population: Women with FMF in the age range from 20-40 years, residents of

Armenia.
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Source population: Women with genetically verified diagnosis of FMF in the age range

from 20-40 years, registered in the database of the Center of Medical Genetics, Armenia.

Eligible population: The inclusion criteria: women with genetically verified diagnosis of
FMF, in their reproductive age (20-40 years), with available contact information, willingness to

participate, fluency in Armenian and residents of Armenia.

The age range 20-40 years was selected as the operational definition of reproductive age
in this study, because in Armenia the large majority of children are born during this period®.
Women will be asked to recall the disease course lifelong, and specifically during the recent 6
months. If they have had pregnancies during the last three years, they will be asked to recall the
disease course during the most recent pregnancy as well. The rationale for choosing a three year
recall period was the consideration of having enough number of pregnancy periods in the sample

to address the study research questions, while trying to minimize the recall bias.

3.3 Sample size

We based the sample size calculations on the following speculations about the
proportions of those in the two comparison groups who are free of FMF symptoms. Since the
frequency of the attacks is substantially influenced by the treatment, following considerations
were taken into account when estimating the proportions in the groups. As evidenced by a recent
study, 82% of those diagnosed with FMF more than a week ago report that they ever took
colchicine™. According to another report, 75% of FMF patients ever treated with colchicines
take it permanently as prescribed. Thus, 61.5% (0.82*0.75) of all FMF patients adhere to
colchicine treatment. It was demonstrated that among those adhering to colchicines treatment, at

least 60% reach complete symptomatic remission®""?. So, we can assume that ~40%

11



(0.615*0.60=0.36.9~0.40) of all patients diagnosed with FMF (at least a week ago) are in

complete symptomatic remission.

According to the existing practice in Armenia, the prescription of colchicine is routinely
continued during pregnancy. According to our study hypothesis, pregnancy itself contributes to
the remission of FMF. If assuming that pregnant women in Armenia continue to adhere to
colchicine treatment (although there is no data to confirm or reject this), and that pregnancy
contributes to further increase in the number of cases in complete remission (according to our
study hypothesis), we propose having a sample size able to detect a 20% difference between the

two groups with 0.05 o error and 0.8 power. Thus, p1=0.6; p2=0.4, 0=0.05, 3=0.2.

The sample size calculation was based on a formula for two-sample comparison of

proportions’;

2
{zl_a/z /2?(1 —P)+ z,_p/P(A—P) + P (1— Pz)}

(P —P)?

n=

Where: n is appropriate sample size of each group; z is the value of the adequate
significance level; Py-estimated proportion (larger) — 0.6", P,- estimated proportion (smaller) —

0.4. Type | error was specified as a=0.05, power of the study as 1-$=0.80.

(1.96vZ X 0.5 X 0.5 + 0.84v/0.6 X 0.4 + 0.4 X 0.6)2
n= =

97
(0.6 — 0.2)2

Adjustment for continuity was conducted based on the following formula ™:

! According to reported 62.5% reduction of the frequency of the attacks during pregnancies.
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2
N="l1y 142
T4 n|P, — P, |

Where N is the sample size adjusted for continuity correction; n is unadjusted sample
size, P1-estimated proportion (larger) — 0.6, P,- estimated proportion (smaller) — 0.4.

97 4 2
(1

N=—"(1+———) =107
4 +97|0.6—0.4|)

The calculations are also confirmed using Stata (version12.0) software. The final sample

size was computed to be 107 in each comparison group.

3.4 Data collection and study instrument

Data collection will be performed after obtaining the permission from the Center of
Medical Genetics, database will be sorted to meet the criteria for the source population.
Afterwards, random selection will be applied to select the participants. As the database does not
contain the contact information, the ID of each medical record will be retrieved to find the

corresponding hard copy of the medical record and to obtain the contact information from there.

Next, participants will be contacted to be passed through the screening form, to get
preliminary consent for participation and to arrange telephone interviews. According to the
screening results by applying the screening form, participants will be assigned to the
corresponding group. Women with FMF who never were pregnant will comprise our first group
(unexposed). The second group of comparison (exposed) will consist of those women with FMF
who had pregnancy with the duration of at least 4 months within the last three years or are

currently pregnant for over four months.
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The rationale for the selection of telephone interviewing mode was reaching better
coverage throughout Armenia while assuring the correct application of complex questions, the
accurate recording of the answers to open-ended questions and the appropriate sequence of
delivery of the questionnaire. According to the pilot study, the mean duration of the interview is

17 minutes.

Interviewer-administered questionnaire will be used for the data collection. The student
investigator framed the questionnaire. It involved questions adapted from the instruments used
in several studies on FMF, women’s reproductive health’®>"® and questions that were developed

by the investigator.

The questionnaire included 87 mainly close-ended questions and 6 sections: socio-
demographic characteristics, disease history, FMF treatment, reproductive health, disease course
in the last six months and disease course during the pregnancy period within the last 3 years.
During the pilot study the instrument was pre-tested among six patients. Based on the pre-test

results, some corrections were made to the instrument.

3.5 List of main variables
Dependent variables (outcome) for this study are — FMF paroxysms’ frequency and
duration (level of measurement — continuous) and adherence to the treatment during pregnancy

(level of measurement — dichotomous).

Main independent (explanatory) variables are — period of pregnancy, period of lactation,
oral contraceptive usage. We will control for the following variables: age of FMF onset,

treatment received for FMF (ever usage, dose of usage, regular usage, and effectiveness), disease

14



course changes, treatment other than Colchicine during pregnancy, pregnancy complications,

chronic health problems etc.

3.6 Data Management and Analyses

After the data collection, statistical software SPSS (version 17.0) will be used for double
data entry and dataset cleaning by range checks and spot checks. STATA (version 12.0,
StataCorp LP) statistical package will be used for analyses. Basic descriptive statistics
(frequency, mean, median) will be used to characterize study participants. Categorical variables
will be compared using chi-square test; continuous variables will be compared using t-test.
Paired tests and conditional logistic regression analysis will be applied to compare the periods of
pregnancy and non-pregnancy in the first group of comparison. The two independent groups
will be analyzed through binary logistic regression, followed by multiple logistic regression in
order to control for confounding and possible interactions. The results with the p-value less than

0.05 will be considered as statistically significant.

4. Ethical considerations

The study reviewed and approved by the Institutional Review Board (IRB)/ Committee
on Human Research of the American University of Armenia. The data will be collected without
identifiable information. Oral consent forms will be received from the participants. Only the
study investigators will have an access to the obtained information as well as the database. The
data safety will be assured by using password protection via “log Folder” program. Permission

from the administration of CMG for the study implementation will be obtained.

5. Resources

15



5.1 Budget

To undertake the project described above total amount of 2,014,070 AMD required. The budget
of the project is calculated based on estimated operational and administrative expenses. The
majority of funds will be allocated to the salaries of the personnel; the calculations were done
according to the average salaries of the personnel on corresponding positions and type of
appointments in the international and non-governmental organizations performing in Armenian

market.

The project coordinator will receive a salary on monthly bases, interviewers by number of
completed interviews, and data enterers by hours of work. Cost of the office renting, supplies,
communication means was based on the estimated existing prices and the anticipated duration of

the project.

As data collection will be performed by interviewers conducting telephone interviews, the rented

office will have 2 additional rooms for conducting interviews.

Itemized and detailed information on fund allocations are presented in Table 1.

5.2 Personnel

The personnel of the study will consist of a project coordinator that will be
responsible for administrative activities, identification of the study population, training
of data collection and entry personnel, data management, analyses and preparation of the final

report.

Data collection and data entry personnel will be required to undergo training and to follow all

pre-developed procedures and protocols. The study schedule details can be found in Table 2.
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6. A case report

Within the frame of the conducted pilot study that aimed to pre-test the questionnaire and
the study procedures, one of the participants a 35-years-old woman, who has never been
pregnant reported complete symptomatic remission of the regular monthly symptoms of FMF
(paroxysms) during six months of regular oral contraceptive use. The case was confirmed to
have a V726 A/M680I1 mutation. An in-depth semi-structured interview was conducted with this
woman. The aim of the interview was to acquire details on the type, dosage, and duration of use

of oral contraceptives and remission periods.

The first symptoms of FMF had been observed at the age of 11 years and occurred
several days after menarche. The diagnosis of FMF was not made until after 21 years the first
attack. The patient reported the abdominal type of FMF attack, which for her always coincided
with the ovulation period (13"-14™ day of the menstrual cycle). Ovulation periods were
confirmed by a series of folliculometries that the patient had been consistently conducting for
three years as a part of the diagnostic procedure to determine pain etiology. The patient used
oral contraceptives (containing estrogen-ethinylestradiol) during three separate periods. The first
period consisted of six months of regular OC use and the second and third periods consisted of
three month periods of regular OC use. The patient reported complete symptomatic remission in
all three periods. The patient had not experienced any other remission of the attacks before
being prescribed colchicine. During the times the patient used oral contraception she was not
using colchicine because she was not yet diagnosed with FMF. No other medications were

reportedly used during this time periods.
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Similar cases were mainly observed during the pre-colchicine era and in one of the recent
studies that reported two of such cases*******°. The observed case is the good example that

supports the hypothesis of the proposed research.
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Table 1. Budget

TABLES

Budget Item Type of Type of Numbe | Amount | Total*
appointmen | payment r of in AMD
t (Quantity) units
I. | Operational expenses
a | Personnel
Project coordinator Full-time Fixed 3 200,000 | 600,000
1) monthly
Data collection personnel Part-time Per 150 1,800 270,000
(2) complete
interview
Data entry personnel Part-time Per hour 75 1,400 105,000
)
b | Telephone(for interviews) - Monthly 1 50,000 50,000
Total 1,025,00
0
[l. | Administrative expenses
Rent of the office - Fixed 3 270,000 | 810,000
monthly
Office supplies (paper, - - 1 50,000 50,000
pencils, pen etc.)
¢ | Communication
Internet - Per month 3 15,000 45,000
Telephone - Per month 3 3,000 9,000
Postal services -
d Print - Per sheet 1507 10 15,070
e | Overhead - Per month 3 20,000 60,000
Total 989,070
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Grand Total* 2,014,07
0

* Without counting the tax — 24.5% for the salaries less than 120,000AMD + 26% on proceeding
amount of 120,000AMD
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Table 2. Activity schedule

Project Implementation

I month

Il month

111 month

1-15

16-30

1-15

16-31

1-15

16-30

Notification to IRB
committee about study
renewal

Permission from the
CMG

Study population
identification

Questionnaires
printing, preparation

Training of the
interviewers

Data collection

Data entry personnel
training

Data entry & cleaning

Data Analyses

Preparation of the
final report

25




APPENDICES

Appendix 1. Questionnaire (English version)

QUESTIONNAIRE

Patient ID* __ / Start time of the interview (Hour) (Minutes)

Date of the interview (day/month/year) End time of the interview (Hour) (Minutes)

* The coding for ID Number

FMF without never been pregnant
Digit 1 (First group of comparison)

FMF with pregnancy in last 3 years

(Second group of comparison)

Digit 2-3-4 | Respondent’s number in the list

Screening questions

1) Have you ever been pregnant? 11)Yes
12) No Go to Q3

2) Have you had a pregnancy lasting at least 4 months in the last | 7 1)Yes
three years? 12) No

I. Socio-demographic questions

3) Date of birth
(day/month/year)

4) What is your completed educational level? 11) School (8 years or less)

12) School (10 years)

13) Professional technical (10-13)
1 4) Institute/ University

1 5) Post-graduate

5) Are you currently employed? 11) Employed
12) Unemployed
13) Student
14) Other

6) What is your current marital status? 11) Single Goto Q 8
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12) Married
13) Widowed
14) Divorced

7) Year of your first marriage

__ (yean

8) How many household members do you have?

member

9) On average, what are your household expenditures per month?

11) Less than 50,000 drams

12) From 50,000 - 100,000 drams
13) From 101,000 - 200,000 drams
14) From 201,000 - 300,000 drams
15) Above 300,000drams

10) Please, indicate any chronic health problem(s) that you have
ever had, besides FMF?

(Read the response options to the participant)
(Check all that apply)

11) Diabetes

12) High blood pressure

13) Heart disease

14) Migraine

15) Allergic diseases

16) Psychological problems

17) Lung disease (including asthma)
18) Stomach/ intestine disease

19) Cancer

110) Eye/ vision problems

111) Kidney problems

112) Problems with joints/bones
113) Other problems
1 14) No chronic health problems
besides FMF

I1. Disease history

Now, | am going to ask you questions about history of FMF and the symptoms that you have

experienced.

11) How old were you when you first experienced FMF symptoms?

years
7199) Don’t remember

12) When was the disease FMF first diagnosed by medical
professional?

_ (yean
1199) Don’t remember

13) When was the disease FMF genetically verified?

__ (year, specify mutation)
10) No genetic verification

14) What were the first symptoms of FMF?

(Read the response options to the participant)
(Check all that apply)

1) Abdominal pain
12) Chest Pain

13) Joint pain

"14) Skin Manifestation
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1 5) Fever °c
16) Kidney affection (amyloidosis)
17) Other, please describe

1199) Don’t remember

15) What kind of symptoms are added during the disease
progression and when?

(Read the response options to the participant)
(Check all that apply)

1) Abdominal pain

11a) Yes, 1b) at what age?
12) No

2) Chest Pain

11a) Yes, 1b) at what age?
12) No

3) Joint pain

[11a) Yes, 1b) at what age?
12) No

4) Skin Manifestation
[11a) Yes, 1b) at what age?
12) No

5) Kidney affection (amyloidosis)
[11a) Yes, 1b) at what age?
12) No

6) Other, please describe

7) No symptoms

16) Before the diagnosis was made by medical professional what
was the average frequency of the attacks?

(number of attacks per

month)
199) Don’t remember

17) Before the diagnosis was made by medical professional what
was the mean duration of the attacks?

days

1199) Don’t remember

18) Has the frequency of attacks ever changed connected to some
specific events or changes in your life (other than treatment)?

11)Yes
12) No Go to Q20
177) Don’t know

19) What were those events?

(Check all that apply in the table below. Then read the remaining appropriate response options to the

participant)

If Yes, ask what was the direction of the change? Then number of attacks and duration of attacks in

proceeding months.

Change Number of attacks | Duration of attacks
Event Yes/No L .
direction (per month) (in days)
[11) Marriage ‘11a)Yes 11d) Increase | [ 1f) 111g)
11b) No Go to Q2 ] 1e) Decrease
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711c) N/A Go to Q2
] 2) Pregnancy [12a)Yes 12d) Increase | [ 2f) 1129)
712b) No Go to Q3 1 2e) Decrease
[12¢) N/A Go to Q3
(] 3) After child | [13a)Yes 13d) Increase | [ 3f) 1130)
birth 713b) No Go to Q4 13e) Decrease
13c) N/A Go to Q4
[14) Divorce ‘14a)Yes [14d) Increase | [14f) [149)
14b) No Go to Q5 14e) Decrease
14c¢) N/A Go to Q5
(1 5) Loss of a|ll5a)Yes [15d) Increase | [15f) 1159)
loved one 715b) No Go to Q6 15e) Decrease
115¢) N/A Go to Q6
1 6) Accident | [16a)Yes 116d) Increase | [16f) 1169)
(describe 716b) No Go to Q7 16e) Decrease
) | L6c) N/A Go to Q7
(1 7) When | was | [17a)Yes 11 7d) Increase | [ 7f) 179)
out of Armenia "17b) No Go to Q8 17e) Decrease
17¢) Don’t know Go to Q8
(] 8) Other event | [18a)Yes 18d) Increase | [ 8f) 1189)
718b) No Go to Q20 18e) Decrease
718¢) N/A Go to Q20
20) Have you noticed any seasonal differences in the frequency of | 771 1) Yes
attacks? 12) No Go to Q22
1199) Don’t remember
21) In what season are your attacks more frequent? 11) Spring
12) Summer
(Check all that apply) 13) Autumn
14) Winter
22) Was anyone of your relatives diagnosed with FMF? 11) Yes
12) No Go to Q24
7177) Don’t know
23) Who are those relatives?
I11. FMF Treatment
Now, I would like to ask you questions about the treatment of FMF.
24) Have you ever received any treatment for FMF? 11) Yes
12) No Goto Q36
24a) Have you ever received colchicine to prevent the attacks? [11) Yes
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12) No Go to Q36

25) What kind of treatment have you ever received to prevent the
attacks?

(Check all that apply)

11) Colchicine
1 2) Steroid anti - inflammatory drugs
(like “Prednizolon”™)

13) Hormonal therapy

14) Anakinra

15) Other (specify)

26) What kind of treatment have you ever received during the
attacks?

(Check all that apply)

"11) Colchicine
12) Painkillers (like “ Anal gin”)

1 3) Non-steroid anti-inflammatory
drugs (like “Voltaren”, “Aspirin”)

1 4) Steroid anti-inflammatory drugs
(like “Prednizolon”)

15) Hormonal therapy

16) Anakinra

[17) Other (specify)

27) Do you use Colchicine currently?

11) Yes Goto Q30
12) No

13) Other (specify)

28) When did you stop using Colchicine?

(year)

29) Why did you stop using Colchicine?

30) At what dose do you currently take Colchicine?

mg/day

31) At what age did you start using Colchicine?

years

199) Don’t remember

32) What was the dose of Colchicine, when it was first prescribed to
you?

mg/day

199) Don’t remember

33) Have you changed the dose of Colchicine after you started to
use it?

11) Yes
12) No Goto Q35
199) Don’t remember

34) How many times have you changed the dose?

199) Don’t remember

35) Have you ever interrupted the treatment with Colchicine?

11) Yes, interrupted
11a) how many times?
11b) why?
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[ 012) No

IV. Reproductive Health

36) At what age did you have your menarche?

years old
'10) Have never had
1199) Don’t remember

37) Have you had regular menstrual cycles for the most periods of
your life? (Excluding times of pregnancy and breast feeding)

11) Yes
12) No
[199) Don’t remember

38) What is the length of your typical menstrual cycle? (when you

are not pregnant or lactating) days
39) Have you ever noticed a pattern of occurrence of attacks 1-2 | 711) Yes
days before the onset of menses? 1a) Always

1b) Almost always
1c) Sometimes

1d) Rarely

12) No

1199) Don’t remember
40) Have you ever noticed a pattern of occurrence of attacks in the | 71 1) Yes
first day of menses? 1a) Always

1b) Almost always

1c) Sometimes

1d) Rarely

12) No

1199) Don’t remember

41) Have you ever used oral contraceptives?

11) Yes
12) No Go to Q46

42) What was the maximum duration of your regular usage of oral

199) Don’t remember

contraceptives? months

43) During the period (maximum duration of regular usage of oral | (11) Yes

contraceptives) did you take Colchicine as usual? 112) No

44) During the period (maximum duration of regular usage of oral

contraceptives) what was the average frequency of the attacks? (number of attacks per
month)

45) During that period (maximum duration of regular usage of oral
contraceptives) what was the average duration of the attacks?

days
1199) Don’t remember

| 46) Did you receive any treatment to help you get pregnant? (This

| 1) Yes
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may include infertility treatments such as fertility-enhancing drugs
or assisted reproductive technology.)

12) No Goto Q48

47) What type of treatment was this?

(Check all that apply)

1 1)  Fertility-enhancing
prescribed by a doctor.

1 2) Artificial insemination or
intrauterine insemination.
4) Antibiotics
Anti-inflammatory drugs
1 3) Other medical
(specify)
1199) Don’t remember

drugs

treatment

V. FMF course in the last six months

-Please, remember the course of FMF during the most recent year (when you were not pregnant

or lactating). Comparison group

48) Did you have attacks during that time? 11) Yes
[12)No Goto Q54
49) Do you feel any of the following warning signs prior to an attack | 1 1) Chills

during that time?

(Read the response options to the participant)
(Check all that apply)

12) Local pain in humeral joints

13) Muscle pain

14) Diarrhea

15) Constipation

16) Meteorism

717) Mood changes

18) Other, specify

71 9) I don’t feel any warning signs go
to Q51

50) For the most recent attacks that you have, how long before an
attack do you feel warning signs?

1) (hours)

51) What was the average frequency of attacks during that time?

(number of attacks per

month)
199) Don’t remember

52) What was the mean duration of attacks during that time

days
199) Don’t remember

53) What symptoms did you have during these attacks?

11) Abdominal pain
12) Chest Pain

1 3) Joint pain

14) Skin Manifestation

[15) Fever °c
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16) Kidney affection (amyloidosis)
17) Other, please describe

1199) Don’t remember

54) Did you take Colchicine during that?

11) Yes
12) No Goto Q58
[199) Don’t remember

55) At what dose did you take Colchicine?

mg/day

56) During that time did you take Colchicine regularly?

11) Regularly (Daily)
12) lrregularly
[199) Don’t remember

Goto Q58

57) What was the reason of taking Colchicine irregularly?

58) Have you received any other type of treatment during that time?

11) Yes
11a) Specify
(drug type/duration/time)

12) No

59) Did you experience any major stressful event (either negative or
positive) during that time?

11) Yes
11a) What event?

12) No
60) Did you smoke during that time (mention the period you are | [11) Yes
asking about)? 12) No

1199) Don’t remember
61) Did you exercise during that time? 11) Yes

12) No Go to Q63

62) What was the average daily duration (in minutes) of your
physical exercise during that time?

(minutes)

63) If you have not been pregnant, the reason was:

(For the first group of comparison)

11) Never married

12) You are infertile

13) Your husband is infertile
14) Did not want to have a baby
19) Other

7177) Don’t know

VI. FMF course during the pregnancy period in the
comparison)

last 3 years (second group of

64) How many months ago the latest pregnancy lasting at least 4
months started?

(months)
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65a) What was the duration of that pregnancy?

(months)

65b) Did you want to get pregnant that time?

11) Yes
12) No
13) Other, specify

65c) How that pregnancy ended?

11) Still pregnant
12) Full-term delivery
13) Pre-term delivery

14) Stillbirth
15) Miscarriage (reason )
1 6) Induced abortion (reason
)
Please, remember the course of FMF during that pregnancy

66) Did you have attacks during that pregnancy? 11) Yes
[12)No Goto Q72

67) Do you feel any of the following warning signs prior to an attack | 7 1) Chills

during that pregnancy?

(Read the response options to the participant)
(Check all that apply)

12) Local pain in humeral joints

1 3) Muscle pain

14) Diarrhea

15) Constipation

16) Meteorism

71 7) Mood changes

18) Other, specify

719) I don’t feel any warning signs go
to Q69

68) How long before an attack do you feel warning signs during that

pregnancy? 1) (hours)

69) What was the average frequency of attacks during that

pregnancy? (number of attacks per
month)

1199) Don’t remember

70) What was the mean duration of attacks during that pregnancy?

days

199) Don’t remember

71) What symptoms did you have during these attacks?

1) Abdominal pain

12) Chest Pain

13) Joint pain

1 4) Skin Manifestation

115) Fever °c

16) Kidney affection (amyloidosis)
17) Other, please describe
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1199) Don’t remember

72) Did you take Colchicine during that pregnancy?

11) Yes
12) No Goto Q76
1199) Don’t remember

73) At what dose did you take Colchicine?

mg/day

74) During the period of that pregnancy, did you take Colchicine
regularly?

11) Regularly (Daily)
12) lrregularly
1199) Don’t remember

Goto Q76

75) What was the reason of taking Colchicine irregularly?

76) Did you have any pregnancy complications?

11) Yes
12) No Goto Q78
7199) Don’t remember Go to Q78

77) What were those complications?

78) Have you received any treatment other than Colchicine during
that pregnancy?

11) Yes
11a) Specify
(drug type/duration/time)

12) No
79) Did you experience any major stressful event (either negative or | [11) Yes
positive) during that pregnancy? 11a) What event?
12) No
80) Did you smoke during that pregnancy? 11) Yes
12) No
199) Don’t remember
81) Did you exercise during that pregnancy? 11) Yes

12) No Go to 83

82) What was the average daily duration (in minutes) of your

physical exercise during that pregnancy? (minutes)
83) Have you breastfed after any of your pregnancies? 11) Yes
12) No Go to 87
83a) What was the longest period when you breastfed? (months)
84) During that breastfeeding period did you take Colchicine as | [11) Yes
usual? [12) No

85) What was the average frequency of attacks during that
breastfeeding period?

(number of attacks per
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month)
1199) Don’t remember

86) What was the mean duration of attacks during that breastfeeding
period? days
[199) Don’t remember

87) How long had you tried to become pregnant with your first baby | (1 1) Became pregnant right away
before you succeeded? [12) 1-2 months

13) 3-5 months

14) 6-12 months

15) More than 12 months

1199) Don’t remember

Thank you for your time!
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Appendix 2. Questionnaire (Armenian version)

2Ur8uEeerehy
surecruguuy zooocr /o Zupguwt uhqpp.  (dwd) (nnuk)
Zupgdwt op/wdhu/tnmph Zupgdw wjwpup. (dud) (nnyk)

* Swuppbpuljdwt hwdwph swslwughp

NZ tppluk hnhnipinit sniubgus
©hy 1 (hudbdwwnnipyut winweoht junidp)

N2 hnhnipnit ypoht 3 mupnid

(hudbtdwwnnipjut tpypnpn unidp) 2
ftip 2-3-4 Zupgynnh hwdwpp gniguynid
Uljphuihiq huipgkip
1) dnup bpplkt hnhwghk’| bp: [11) Un
[12) Ny Ulghp 2.3
2) dbpohtt 3 wwphubkph phpwugpnid mubkgh’] bp [0 1) Upn
wntjuq 4 wdhu wmbnnnipjndp hnhnipniu: 2) Ny
I. dnnnpnugqpuljut nydjuyukp
3) Qtp Suliyu phyp: (op/wdhu/wnnwph)
4) I‘h{ Yppnipjnih niubkp: 1) dwpng (8 nwiph b phs)
112) tuypng (10 nwiph)

113) Uhouwljupg dwutimghwnwljut (10-13)
[14) Puunhwunniw/Zudwjuupui
[15) Zkwnghundught

5) Qnip bkpluynidu woprwnnud & p: 1) Ugluwwnnid bl
2) 9td wphuwwnnid
3) Niuwbny b
14) Uy

6) Qtip wuntutwljutt jupqudhdwyp ubpuynidu: | 0 1) Qudniubwgus Ulghkp 2.8
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[12) Udntutimagud

113) Ujph
[ 4) Udniutinidywd

7) Qtp wnwohtt wdniulinipjut nwuphi:

R 2

8) Lwbp’ hngh t wwpnd Akp phnwithpmd
(ubpunjuy dkq):

9) Uhohind, wduwlwl nppw't gnudwp E
dwipuunid dkp punnwithpn:

11) 50,000 npudhg phs
[12) 50,000 - 100,000 npud

[13) 101,000 - 200,000 npuu
[14) 201,000 - 300,000 npud
[15) Udkih putt 300,000 npud

10) uunpnd td uotip, yuppkpuu

hhjwigmpymihg pugh,  hly wy  Jupntpy
hhJwunnipiniu(uatp) niubp:

(Quppu) yuunwupimubikpp)
(Lotkp pnjnp hwdwywwnwujuwing
nupphpulbikpp)

1) Cwpwpuuin

12) Upyut pupdp Lupnid
13) Upwnih hhjwungnipiniu
1 4) Uhqpkl

15) Urkpghly hhywunnipiniuutp

[16) Znghpwuwljwl juinhputp

[17) Bnplph hhywinnipnit (Wkpunyjuy
wuplu)

18) Unwunpuh jwd wnhputph
hhqutnnipjni

19) Lungltin

1 10) Usplph/ mbunnnipjut juuinhputp
111) Bphwdutph hhyuunnipini

[112) Znnbkph fud nujptph hhuiunnmipniu
1 13) Uy hhywunnipyniuubp

[114) Ny Uvh jupntuhl hhyuwugnipnil, pugh N2

II. N2 yuwnunipnii

Zhuw hwpgkpu [ybpupbpybi quppbpuwlwl hpywbpnipypul wwwdnipypubn b uyl
whnnwihpbbpht (hhjwinnipub Gowbbbphl), npnip nnip n1bkgly kp:

11) 0" wwphpnd bp nilikgh] wpweht inuywi:

nunpbkjuinid
[199) kU hhonid

12) ﬂop wnwnphpnid wnpwohtt whquu 4kq uUnwn
whunnpnoytg wuppbpwlwh hhywunnipniu

nwpbkijuwbnid
199) Qtd hhonid

13) &pp wuppbpwlwi hhjwinniemniip dkq Unn
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hwuwnwnykg qghubnhljulju putnipjudp:

wnwphp (wokp Untinmghwit )
0 0) 2h hwunwunjws qhubknhliuljub
putnipjudp

14) Npn’up tht  wupphpulub hhjuinmppub
wnwehlt whitnwuhyubkpp:

(Qupnu) yuwunwupiwmubbkpp)
(Uokip pninp hwdwwywwnwuawung
wnuppkpulukpp)

1) Swuybtp npnyuyytith ppowtinid
1 2) Swytp Ypspwduinuljh opowtinid

[13) Znnuguykp

4) Uwolh whinnwhwpnid jud gut
[15) Skuy °C

1 6) Gphljudutph whinwhwpnid
(wdhnhnnq)

7) Ugp, tokp

[199) 2td hhonid

15) Zknwquynid h’bs whnwbhoubp wlbjugub b
nop wnwphpnid:

(Qupnu) yuunwuhimubikpp)
(Lokp pninp hwdwwywwnwuhiwtng
wnupppulubkpp)

1) Swykp npnyuyuh opowtinid

J1a) Uyn, 1b) n'p wnwphpnid

2) Ny

2) 8wybp hpdpwduwinuljh opowtinid

[1a) Uyn, 1b) n'p wnwphpnid

12) Ny

3) Znnwuguytn

[1a) Ujn, 1b) nop wnwphpnid

02) Ny

4) Uwphh whinmwhwpnid / gut

1a) Uyn, 1b) n'p wawphpnid

12) Ny

5) Gphywdutph wpnwhwpnid (wdhjnhnng)
T1a) Uyn, 1b) n'p wnwphpnid

02) Ny

6) Uj), lgkp
7) N1y Uh whuwnwtihy

16) Lwpupwlt pdohh  Ynnuhg whunnpnpytp,
dhohtinid wduwlju putth utnww thp niubunud:

(mduwljuty)
199) Qtd hhonid

17) Lwijupwti pdolh Ynnuhg wponnpnoybip, tnuyuh
Uhghtinid nppw 't bp nlinud:

op
[199) 2tU hhonid

18) Gpplk thnfuyk] |5 unywuknh
hwdwhwjwunipniip’ juwdws Adkp utpnd

1) Un
[12) Ny UL8GL 2.20
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wnbknh nmubkgus nplk

hpunuwpdnipjut  fud

thnthnjunipjui htinn (pugh pnidnidhg):

19) Npntp tht wyy hpuupdnpynibibpp:
Lotip poinp hwdwywwnwupuwing wwupptpuljuatpp: ZEknn Jjuppugtp Jumgws wuwnwuhiwbtpp

dwubwlgh hudwp: Gpk UM, wybkp thnthnjunipjut yepuptpjuy hwp

tnp:

Plaswb’u k LUnwwitph | ‘Lnwwukph
Ppunwpdnipnil usn/n2 thnfuly pwbwlp nlnnnipnil
(mduwlwt) | p (opkpny)

Udniutinipini [ 1a) Un C11d) Udk k 1 1f) 1g)

[11b) Ny Ulugkp 22 1 1e) Lwqly &

[] 1c) Yhpwnkjh sk Ulghp 22
Znhnipnih [12a) Un [12d) U&k k& [12f) 12g)

[12b) NNy Ugkp 23 [12e) Lwqly &

[12c) Yhpwnkjh sk Ughp 23
Outinwpkpnipiniuhg | 0 3a) Ujn [13d) Udk k 1 3f) [13g)
htwnn [13b) Ny Uugkp 24 [13e) Lwqly &

[13c) Uhpwnkih sk Gughp 24
Udniubiwnidnipint | [J 4a) Uyn [14d) Ugk E 1 4f) [14g)
u [14b) Ny Uugkp 25 [14e) Luql &

[1 4c) Yhpwnth sk Uugkp 25
Uhnbkih dwpnnt | [0 5a) Upn [15d) Udk k [15f) C15g)
ynpniun [15b) Ny Ulugkp 26 15e) ‘LJwqly L

[15¢) Whpwnkjh sk Glugkp 26
Ydpwjun 1 6a) Un 6d) Usk L 1 6f) 716g)
wuwwnwhwp [16b) Ny Uugkp 27 [16e) Ljuql &
(Wyupugptp [15¢) Uhpwnkih skt Guglp 27
)
Bpp  quuynud  GBJ | [0 7a) Upn 07d) Usk E [17f) 07g)
Zujuwutnwithg nnipu | [ 7b) N1y Ulghp 28 17e) Ljuqk) L

[] 1c) Yhpwnkjh sk Uugkp 28
Uy [18a) Ujn [18d) Ugky k 1 8f) [18g)
hpwnupdniemit | [18b) Ny Ugkp 220 18e) LJwqly L

[ 1c) Yhpwnkjh sk Ulghkp 220
20) U{ulmhol tp, wnIynp, unwuwtbph | 01) Un
hwdwhiwjwunipjut thnthnjunipjnil wnwpju | 2) Ny Ulgkp 2.22
tnwbwljutiph htinn juyuws: 99) 9t hhonud
21) Swipjum nop tnwbwlh pupwugpnid L tjuwnynud | 01) Gupnil
unywibph wnwybjugnyt hwdwhwlwinipnih: 112) Udwn

13) Upnil
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(Uokp pnjnp hwdwywwnmwuiwing wupphpulutpp) 1 4) QUtn

22) Qtp wqquljwbkphg nplk dklh dnn whwnnpnoyt] | 0 1) Un

E wuppkpulwt hhuinnipni: [12) 0y Ulghp 2.24
177) 9ghuntd

23) Lotip Qtp wgquijguljutt juyp tpw(ug) htin:

III. NZ pniddwt uljhqp

Zhuw jgubluwbugh hupghly wuppkpulub hhjwannippul pniddwl duuhl

24) Amp bppit  poidnid unwgk]  bp
wuppkpuuw hhywinnipjut hwdwp:

1) Umn

[12) Ns  Uhguky 2.36

24a) Bpplk unwgh’|] bp Ymuhghtt nupwibpp
Jutjpwpgbbnt hwdwp jud tnyguwjh dudwbwl:

1) Umn

[12) Ny Uhguky 2.36

25) Bpplt 'y poidnud bp unwgh) Unuwibpp
Jutjoupgbbnt hwdwn:

(Lotp pninp hwdwywwnwujuwing
wnuppkpulubkpp)

1) Un[uhght

1 2) ZnpUntw] hwlwpnppnpuyhtt dhongubp
(unbpnhnubp, ophwy’ wpbnuhqnint)

1 3) Uj; hnpuntiwy pnidnid

14) Unwlhtpw

15) Uy, uokip

26) Gpplt by poidnid kp unwgh] tnwwibph
dudwtiwl:

(Lotip pninp hudwywnwupiwing
wnuppkpulubkpp)

1) Unjluhght

12) Sunjuqplynnutip (opptimly” Uhughi)

1 3) N1y hnpuntiwy] hwljwpnppnpuyhtt Uhongutip
(ophptwl]” Inpunnunpku, Uuyhpht)

14) Znpuntw)] hwupnppnpuyhtt thongukip
(unbpnhniitip, ophtly” wpbnhqnint)

[15) Znpuntw) pnidnid

1 6) Utwlhtipw

7) U, uokip
27) Mnip oqunugnpédnt U kp Unjjuhghti tkpljuynidu: | 01) Up Ulghp 2.30
12) Ny
28) ©pp btp nunupkgpl)  Uniluhghtih
oguiwugnpdniun: (nunh)
29)  Pugm’  bp nqunupkgply  Uniluhghtih
ogquwugnpdniup:
30) Py phnuswhny/mnquynd bp phgnimd
Unjluhght tkpiuynidu: ug/op
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3) 0 wuwphphg bp
Unjjuhght:

uljuk] oquwgnpdhy

(nupkljwunid)
199) Qtd hhonid

32) by phqusunhm] b wnwohlt whquu dkq
tpwuwljyt) Unjhuhghtip:

ug/op
199) 2td hhonud

33) Bpplt hiptwlwd thnjuk] Lp Ynjuhghtih
ntnuswthp wytt ogurnugnpsdt) ujubknig htivn:

1) Umn
[12) Ns Ulgkp 2.35

[199) 2Ll hhonid

34) Lwlp’
nhnuswthp:

wiqud Ep thnjul] Ynjjuhghth

[199) 2td hhonid

35) Gpplt piphwwnk | kp Unjjuhghting pnidnup:

12) Ny

1) Ujn, punhwwntby B
1a) pulih” whquud
[11b) huisnt”

IV. Ybpupuugpnyuljut wennonipniu

36) Lwith’ nupkluinud kp wpwehtt whquid wkuk) puownmb: wnwpkljwuntd
0) Bpphp skl mbuky
[199) 2td hhonid
37)  Unynpupwp 2bp nuowwbughtt ghlkpp bnkp & [0 1) Upn
jwiuntwynp  (pwgupmpjudp  hnhmipjut b Ypépny | 02) Ny
JEpwlpknt opowtiitpp): 199) 2t hhonid
38) Uninpwpwp nppw't b &kp  nuonwbwihb  ghlh
wnlnnnipniup: op
39) Bpplt ljunnt’| bp inyuibkph wowewguwh dhnnd Ju | 0 1) Upn la) Uhoun
nuownwwghtt ghljjhg 1-2 op wnwy: 1b) Gnbpt vhon
1c) Bppldl
1d) Zmquntiy
[12) Ny
[199) kU hhonid
40) Bpplt tjwwnk’] bp tnwubbph wpwowgdwh dhwnud | 0 1) Upn la) Uhounn
nuownwwghtt ghljjh wnweht opp: 1b) Gnbpt vhon
1c) Bpphdtu
1d) Zmquntiy
[12) 1y

[199) kU hhonid
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41) Bpplit oqunugnpst ] bp hwljwpbnuuun]nphy hwphp:

1) Un
[12) Ny Ulguky 2.46

42) Upwbjugnyiip hispw't dwdwbwl bp Yubnbun]np
tpwny (wdku op) ogurnugnpst) hwjupbnuduwydnphs hwpbp:

wdhu

43) Ujp phpugpmd (uunuwynpuuybu hwlwpbnduwynnphy
oginugnpstnt dwdwbwl) nmip pigmim™u thp Ynjupghit’
htsytu unynpwpwip:

1) Un
12) Ny

44) Ujn phpugpmd (uintwynpuwybu hwlwpbnduwynnphy
ogqinugnpsknt dulwlul) Uhohtind wiluwlul puth” tnuw
Ehp niubunud:

(mduwljuiy)
[199) Qtd hhonid

45) Uy plipugpmu inuyyub dhghtimd nppus’tn kp wnlintd:

op
[199) 2td hhonid

46) tmp bpplk wnwgh | kp nplk poidnud, npp Yoglh dkq
hnhwuw) (Uuwunnnipjutt  pnidnid, ophtwl’ nlnnpuyp,
wphtunwlwb pindtwynpnid):

1) Un
112) Ns Uughp 2.48

47) I‘-ohz wnhwh pnidnd Ep nuue

(Lokp pnjnp hwdwwywwnwuiwing wwppkpuljtpp)

0 1) Rdojh Ynnuhg upwbwldwsé
pindtwynpnidp jupwiing ninnpuyp
[ 2) Uphtunwljwt ubkpdwynpnid
[13) Zwjwuphnwnhlutp

1 4) Zmywupnppnpuyhtt pnidnid

O 5) Un pnidnid
(uptp)
199) Qtd hhonud

V. Mupphpuut hhjuiunmpjwut pupwugpp Ytpghtt nupyuw ptipupnid

(hudbdwwnnipjub janwdp __):

-unpnud & Jlphhotp N2 pupwgpp Yhpeht wwpfw pupwpnud (Epp nmp hnp skhp b

Yndpny sthp hEpuypnud):

48) Mnip nilikgh | bp inuubkp wyn wwuplw phpugpnid:

71) Un
[12) Ny  Ulguly 254

49) Uiy wnwpju phpugpnid m‘uhghl tp wpmynp hbwnlbjug
twhwbywbiubpp tnywyhg wnwy:

1) Umpunin (ynn)
12) 8wy nruwghtt hnnnid
1 3) Ujwbwght guy

(Qupnu) yuwunwupiwbikpp) 1 4) ®npjnidnipinih

(Lotip pninp hwdwywwwuppwing wwppkpulutpp) [15) Onpljuwynipnil
1 6) dptuwénipmnil  (npnduyuh
thpywénipinih)
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O 7)
thnihnjunipjnil
[18) Uy, tpkip

7 9) Lvwhiwbpwutbp skd niukunid
Ulghp 2.51

Spudwnpnipjui

50) Ujn wmupjw phipugpmu tnuywitkph qupqugniihg putih”
dwd wnwy Lp niukgh) twppwbowbiubpnp:

(dud)

51) Upm wwpju phpugpnd dhghtind wduwlwt pubh”
unyuw Ehp nitikunud:

(mduwljuiy)
[199) Qtd hhpnid

52) Uy wupju phpugpnid inywi Uhohind nppw’t tp
wnlnid:

1)
[199) 2td hhonid

op

53) Uy tnwqulikph dudwiuly h iy whinwithslibp bp niikghy:

1) Swybkp npnyuyytith opowinid)

7 2) Sufkp  Ypdpujunwuyh
onpowuniu)

[13) Znnpuguykp

14) Uwolyh whunnwhwpnid / gut
[15) Skug °C

16) Uy, uokip
199) Qtd hhonud

54) Ynip oqunuignpst | kp Unpuhghtt wyn nupyu phpugpnud:

01) Umn
[12) Ns Uugkp 2.58
199) 9Ll hhonid

55) bty phnusunhm}/qnquyny bp pinniik; Unmpuhghtt wyy
wnwpyu pupwugpnid:

56) Ujp wwpju phpwugpnid nmp uyh juinbunnp bp
punniuky:

__________dg/op
0o1) Quuntwynp (wdbku op)
Uugtp 2.58

12) Uujwunt
199) Qtd hhonid

57) N'ph kp Ynuhght wiljwing pigmibkine yuwngwnp:

58) Um wwpjw pupwgpnid, Ynjjuhghthg pwgh, nmip (1) Umn

unwgt | Ep nplk wy) ninudheng: 11a) ‘Uotp
(ptinp/nbinnnipjniup/tpp)
12) Ny

59) Uy wwpu phpugpmd wupk] kp nplk (puguuwlui | 01) Umn

Jud npuljut) Ukd gugnud: 7 1a) by gignud
12) Ny
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60) Ynip jub | kp wyn nwpw phpugpnid: 1) Umn

[12) 1y

[199) Qtd hhonud
61) Tnip dwpdiwdwpgoipmit wpk ] bp wyy wwpgu | 01) Um;n

npupwgpnid:

12) Ny Uugkp 2.63

62) Opwiljwt pwith” pnugk® Uhghtnud:

(pnyb)

63) Pt k bp shnhwiwnt yungwnp:

1) Udniutimugus st tnly

[12) Qptipnipiniu

[13) 2ptipnipinit wuniutint Unwn

[ 4) Obd gwujwgh) tpkluw nitktug
15) Uy

177) 2ghwntd

VI
hnhmpjut dudwiwul (hwdbdwnmpjub pnwdp _):

NMuppbpuljut hhjwinmpjut phpwgpp Jbpohtt 3 wwphubpnid nukgus

64) Gupn'n tp wub), pk Ykpehtt whquu & pp Lp nilibgh)

hnhnippnil, npp bk b weiduql 4 wdhu (Rwbh” wdhu wuhu
wnwy):
65a) Lwith” wuhu kwnlik) wyy hnhnipmniip:
wdhu
65b) Uy, hnhmpjniiip guiljugh’ bp: 11) Ujn
12) Ny
13) Uy, uokip

65¢) busuyt u wupun]bg wyn hnhnipniip:

1) Hn hnh &d
[ 2 )dudlknuwght Sutinupbpnipinil

O 3) Junudwdljiin
dutinwpbpnipiniu

1 4) Uknkjuéunipjniu

15) 9hdnid (quwndwunp )
1 6) Uphbunwlwut punhwnnid
(yuwndwnp )

Tvagpnid Ed, hholp wuppkpulwi hhjwinnipyub phpugpl uyn hnhnipjul dudwbw]:

66) “nip nthghDL tp unwwubkp wyn hphnipjut
nupwugpnid:

1) Umn
12) Ns Uhgkp 2.72
199) Qtd hhonid

67) U hnhnipjub pipugpnid mubkgk | bp wpmynp,

1) Umpunin (ynn)
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htwnljw) twpwbpwbtiphg npbk dklp tnwwubphg
wnwy:

(Qupnu) yuunwuppwbbbpp)
(Lotp pninp hudwwywwnwujuwunng wwppkpwlyukpn)

[12) Swy nruwjhtt hnpmud
[13) Ujubwght guy

1 4) ®npnidnipinih

[15) ®npljuwnipinth

O 6) dpluwdnipjnih
thpywénipinil)

[ 7) Spudwunpnipjut thnthnjunipinil

[18) Uy, pkip

1 9) Lwpuwbpwikp skd niukunid Uhgkp
2.69

(npnuyuh

68) Uy  hphmpjut  pupwgpnid  tnwywbbkph

qupqugniihg nppwt dwd wnwg Lp niubghpuyy | 1) (dud)
twpiwbywnbpp:

69) Ujn hnhnipjwt pupugpmid dhohtimd wduwlui

putih” tnuyw bp nilkghy: 1) (mduwluty)

199) Qtd hhonid

70) Ujn hphnipjut pupwgpnid tnwwb dhohtnid
nppw t kp nlinud:

1)
[199) 2td hhonid

op

71) Ujn tnyuikph dudwiwl b’y whnwihoubp bp
niukghy:

1) Swuytp npnyuytth ppowinid

12) Swytp Ypspuduinuljh opowtinid
[13) Znnuguykp

[14) Uwpyh whutnwhwpnid / gut

[15) Stuy °C

16) Uy, uokip
199) 2t hhonid

72) tmp oqunugnpst ] kp Unpuhghtt wyn hnhnipub
pupwgpnid:

1) Upn
[12) Ny Uugkp 2.76
199) Qtd hhonud

73) Bty nhqusuthnd/mnquyny kp pgniik) Unjjuhght:

ug/on

74) Um hnhmpjul ppwgpnid nnip  Ynjjuhghtp
Juwtntwyn p tp punniuky:

1) Yuunuwynp (wdkb on)
[12) Uujwint
[199) kU hhonid

Ulighp 2.76

75) N'pt tp  Unuhghth whlwint  phgniibno
wwwndwnn:

76) knip nthghDL tp hnhnipjub pupnnipniutbp wn
hnhnipjut dudwbul:

1) Umn
[12) Ns Uugkp 2.78
[199) 2td hhonid Ulglp 2.78
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77) ﬂpnohp_ Eht wyn pupnnipinibtbpp:

78) U hnhnipjut pupwgpnud, Ynjjuhghthg pugh, | ©1) U
nnip unnwgk | Ep nplik wy nnudheng: 1 1a) Lokip
(nhnp/nbnnnipmniup/tpp)
12) Ny
79) Ujn hnhnipjub phipugpmd wypk’] bp nplk ks | 01) Upn

gugnid/uppbu (puguuwlju jud nppuljub) :

[ 1a) Mwwndwnp

[12) Ny
80) tnip Sjuki | bip wyn hnhnipyub phpwugpnid: 1) Umn

12) Ny

[199) 2td hhonid
81) Tnmip vwplbwdwpqmpjuldp qpundt] bp wyy | 01) Upn

hnhnipjut pipwgpnid:

[12) Ns Uhgkp 2.83

82) Uhohtmu opwlwl pwip’ pnwyk bp qpumdby
dupduwdwpgnipjudp:

(pnyt)

83) “nip Yndpny Ykpulpk | kp akp
dutinwpbpnipiniuibphg nplik Uklhg hkwnn:

1) Umn
[12) Ns Uhguky 2.87

83a) Lwbh’ wuhu t bnkp Ypdpnd Yhpulphne
wdkuwnbwljut opowtip:

(whulibp)

84) Ujy opowtinid (Ypény Ypwlptnt dudwbiwly) nnip
plnnind U Ehp Ynjuhght® hiiswybu undnpupuip:

11) Un
12) Ny

85) Ujn opowtmid (Ypdpny Yhpwlpkint dwudwbul)
Uhghtinid wluwljwi pulth” inuyw thp nibkuntd:

(mduwljuty)
199) Qtd hhonud

86) Ujn opowunid (Ypdpny YhEpwlypknt dwdwbwly)
inuuil Uhghtinud nppw’t kp nlinud:

op
1199) 2k hhonuul

87) Ujuws uyb wuwhhg, Epp nmip gwuluwbnid Ehp
hphwtw] wnwehtt whqud, nppu @ dwdwbwl] htwnn

hnhwgup:

1) Uudhpwyytiu hnhwgt) kd
112) 1-2 mdhu

13) 3-5 wdhu

14) 6-12 wdhu

15) Uytjh pwitr 12 wdhu
[199) kU hhonid

Cunphwluynipin b:
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Appendix 3. An interview guide for a case report (English version)

American University of Armenia
College of Health Sciences
A case report
An in-depth, semi-structured interview guide

Introduction of the a case study purposes and consent form

1. Have you noticed some specific events occurred before the first or any of your attacks (or has
the frequency of attacks change after specific events in your life)?

2. Please, recall all periods when you used oral contraceptives(when were those periods, did
you use oral contraceptives regularly (as it was prescribed)?)?

3. Please, recall how long have you used oral contraceptives? What about the dose and type of
oral contraceptive you used?

4. During the period (all periods that you used oral contraceptives) what other drugs did you
use?

5. Please recall wheather you ever had other attacks free periods before you start using
colchicine?

6. Is there anything about course of your disease that we did not discuss and you would like to

add?
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Appendix 4. An interview guide for a case report (Armenian version)

Zuyuwuinwih Udkphljjut Zudwjuupub
Zutpuwjhtt wenpowwywhnipjub pudhu
“Yhyph niunidtwuhpnipini

Qdalhwyiugywé junppuyhtt hwpguqpnygh ninkgnyg

Zudwdwgunipjut Ath b ntumdbwuppnipyut dwbpudwutbph tipuyugnud:

1. bpplk tljuwnk’| kp, np inywibkphg wnwe Akp Jywipnid wknh niikiwh npny
hpwnuwpdnipmniaubp/qiyptp (Yud tnywubkph hwdwpwlwiunipynip thnjuydb) £

npnowlh nwyptph ywwndwnny):

N

Ttnpnud bl Jbphhobip wyl popnp dwdwbualubpp bpp dnip oquuugnpsty bp

huljwptnUtwnphy hwpbp (n'p dudwbwuhngwsnud bp pw, wpnynp oquugnpshy

tip uy hwupknduu]nphsubpp juinbun]np §epuynyg * wyigbu husytu

wpwtwlJws kp):

3. Iuugpnud Wl Jkphhobp ph nppuilh kpljwp bp pigniiit) wyn hwluwpbndiunphs
hwptipp: B oy pnuswihng b h'ty nhyh hwlupbnduwgnphy hupbp bp phmm bl

4. Ujn dudwtwjuhwndwénid (pnjnp wytt dudwbwljuwhwndusubpp Epp nnip
oguugnpéty bp hwljwpbnutwnphy hwpbp) by wy) plnnpup kp oquugnpst:

5. unpmud & Jphhobp pl wpynp nnip niukgh] kp wnwg tnwywtbkph
dudwbwlwopowuibp vhtish Ynjjuhghtith ptnniunudp:

6. Gw wpynp nplik dwbpiwubinipynit 2kp hpwbnmppui dwuhb, np dkip wyuop

sputimpljightip, b Ygwulwbwihp wykjugukb:
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Appendix 5. Participant screening form (English version)

Script of an interviewer introduction to the participant:

Good morning/afternoon/evening. My name is Kristina. | am a physician and currently work on
my master thesis as a graduate student in the College of Health Sciences, in American University
of Armenia. My master thesis is dedicated to the investigation of the course of Familial
Mediterranean Fever during pregnancy periods and out of pregnancy periods. | got your
telephone number from the database of the Center of Medical Genetics. Could | ask a couple of
questions to you to see if you can become a participant of this study? All the information that you

may provide will be confidential.

e |[fDOUBGHT

Try to explain more of objectives, try to find the reason for refusal and in very accurate and
polite form convince to participate, by explaining study objectives and purpose. Talk about
confidentiality and value of her answers for the survey. WITHOUT ANY PERSISTENCE.

e |fN

Thank participant for the time, ask the reason for refusal.

e IfYES

Thank you

1. Have you ever been pregnant?

e If YES —go to questions 2
e If NO — thank the participant for the allocated time; arrange convenient time and place
for face-to-face interview

2. Have you had a pregnancy during the last three years that lasted at least four months?

e |f YES — arrange convenient time and place for face-to-face interview
e |f NO — thank the participant for the allocated time
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Appendix 6. Participant screening form (Armenian version)

ZEnwgmmnnh ulphihbquyhb &

Zupguqpniguyuph tkpjuyugdwi ugkwp'

FPupl 2kqg: PU whnip Lpunmpinu £ Gu pdhol] EU, b npybu Zujwuwnwuh
wdbphjjutt  hwdwjuwpwih Zwbpuhtt wenpouwwhmpjui puwduh niuwung hu
wjupunuwlwt phkqh  oppwbwlubpnid  juunwpnd Bl hbnwgnunipmit: bd
wjupunwlwt phqp tdhpyws b juwbwibg dnn Quppbpulwub  hhquinnipjub
pupwgphtt’ hnhnipjut opowunid b hphnipjnithg nmipu: Qbp hnwpinuwhwdwpp
Jtpgphy kU pdoljuljuts gkibinhluygh Yhnnpnuh wfjuyikph puquijhg: Qupn'n kU dkq uh
pubih hwpg ww), npybuqh hwulwiud wpynp Jupnn bp  qupbw] wju
htnwgnunipyutt dwubwlhg: QLp Ynndhg wpuwdwnpdws hudnpdughwt  fdbw

wbwuni:

o Gphuwmwiph nkupmu”
FPugunpliny hlnwgnunipyul hpdwuwnp b iwwwnwlakpp, ggnipnpki b punwpwyjuph
thnpdkp hudngly Gpwl Jwubwlgly hkwngnuninipyubn: Uokp whwinianipyul dwuhl, b
s wpdbp niah Gpw Jwulnulgniyeniap hkbnwgnnnippul hudwp:

Urnuuvd Aredr 1UrSuULLh:

o GpkNl?

Clnphwluynipint i huynbly vwubwlght b uyupgly Jkpduwl wunindwnp

e GpkUSN

Clnphwluynipinti

1. dip kipplk hnh bk’ bp:
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e EpkUSN —wlguky 2.2
e Bpk N2 - sunphwljwnipinit huynit] dwutwlght: QEnp phipty
yuydwbwynpdwénipinit hwpguqpniygh hwdwnp:

2. dbpohti 3 wwphtikph phpwgpnid mikgh’] p wpiuqi 4 wlhu whnympeundp
hnhmipnit:

e Pk USNA - dknp phpk] uwydwbwynpgwoénipini hwpguqpniygh hwdwnp:
e Gpk N2 - sunphwljunipint hwynuk) dwutwljght
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Appendix 7. Consent form (English version)

American University of Armenia

Institutional Review Board #1/Committee on Human Research
Consent form

Hello, my name is Kristina. |1 am a physician and the graduate student of the Master of Public
Health program of the College of Health Sciences at the American Univesity of Armenia. Our
department is conducting a study to investigate the course of Familial Mediterranean Fever in
women: during pregnancy periods and out of pregnancy periods.

You have been selected to participate in this study because you are included in the database of
the Center of Medical Genetics from where we extracted your contact inforamtion. You will be
one of approximately 134 females who have been randomly selected from the database to
participate in this project who either have pregnancy in the last three years or without ever
being pregnant.

Your participation in this study is voluntary. There is no penalty if you refuse to participate in
this study.

Your participation will involve face-to-face interview with the duration of 20 minutes. You can
skip any questions you don’t want to answer or even stop the interview.

Your participation in the study poses no risk for you. The information received from you and
your medical records is important for the study. There is no direct benefit from the participation
in this study, but your participation will contribute to better understanding of FMF course in
women which could lead to improved management and reduction of frequency and severity of
attacks in FMF.

The information provided by you and the data obtained from the medical records are fully
confidential and will be used only for the study. Your name will not appear on the questionnaire.
Only the general findings will be presented in the report. Your contact information will be
destroyed upon the completion of data collection.

If you have any questions regarding this study you can contact the Principal Investigator Dr.
Anahit Demirchyan at (37410) 51 25 92. If you feel you have not been treated fairly or think you
have been hurt by joining the study you should contact Dr. Hripsime Martirosyan, the Human
Subject Protection Administrator of the American University of Armenia (37410) 51 25 61.

Do you agree to participate? Thank you.

If yes, shall we continue?
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Appendix 8. Consent form (Armenian version)

Zuyuwunwih Udkphjjut Zudwjuuput
Zuipwyhtt wpnnowwwhnipjut pudhi
Ghunwhbunwgnuuljub Ephuygh phy 1 hwtduwdnnny
Ppuqtl hwdwdwjunipjut dl

Punl Qtq, hd wuntup Lphunhtiw k: Gu pdholy BU b wydd unynpnid &l
Zwjuunuith wdkphljjut hwdwjuupuinid” Zwipuihl wennewwwhnt pjul pudinud:
Utp pudhup tkpuynidu hpuwljuwbwgunid £ hblnwgnunipinil, nph tyuwnwlj £
wupgky, ph hyywbu E pipwtinud Muppbpuljut hhquinnipiniip jubwitg dnn’
hnhnipjut sppwinid b hnhnipjnithg gnipu:

“nip hpwyhpdws tp dwutmlglint wju hbnwgnunipjutp, pwth np
npungpldws tp Fdojuljut gkubnhuyh YEunpnuh nyjuiikiph puquynid, npinknhg b
Atp ntnnuljunuyghtt myyuutpp 4tpgyt) B Inp Yihukp nndyuubph puqughg
wuwwnwhwlwinipjut ujgpntupny ptiinpgwsé 134 hbnwgnunnipjuip dwubwlgny
Jwtwtghg dkyp, npp niukgh] E hnhnipinit yEpght 3 mupydw pupwugpnid jud Epplk sh
hnhwgk:

Qbp dwutmljgnipiniut wyu hbnnwgnuunipjuip judwynp k: Qkq nshy sh
uyununid, bpk dnip hpuwdwpytp duutwlgl) wyu hbnnwgnuunipjutp: Atp
dwubtiuljgnipniip thpunnd £ 15 pnyk mbinnnipjudp hwpguqpnyg: nip Jupnn bp
hpwdwnpybt] yunwupiml] gutjuguws hupgh jud gutjugus yuwhh pughwnt
hupguqpnygp:

Qtp Ywutwljgnipintup wyju hbnwgnunnipjutp nplik Juuutg sh ubpjuyugind
Qbtq hwudwp: QEp Ynnuhg npudwnpdus nyjujukpp, hywbu twb pdojulju
njjuubpp yuplnp Eu hblnnwgnunipyut hwdwp: Uju hwpguqpnight 2bp
dwutiwljgnipniip sh Eipwunpnid nplik minnuijh owh QbEp hwdwp, puyg bEp Ynnuhg
npudwunpyus hupnpdughw jupnn k oqul) hwuljwbwint wuppkpulju
hhJwunnipjut pupwgpp juuwtg Unwn, hsp Jupnn E bywunk] quppkpulju
hhJwunnipjut wykjh wpynibwybwn pniddwip:

Qbp §nnuhg npudwnpyus wnyjuukpp, htyybu twb pdojuljut nydyuukpp
qunuuh tu wuwhybnt b ogunuugnpéybtnt Et vhuwytt hElnwgnunnipjut tyyuunwuyny: 2kp
wlniup sh Epbwynt hwpguptppehlh ypuw b wuhywtdbnt £ whwtniinipjut
uljqpniipp: Uhwyt wdthnihhs wpnnibpubpt bu thpluyugybnt hbnwugnunnmipiut
qtlynygh dbe: 2bp Ynunmwljnuwghtt ndjujubipp Ynstswgytt njuukph
hwjwpwgpnidhg wudhpwuytu htinn:
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Uju htlnwgnunipjut yepupbpyu) hwpgbp nitbuwnt nhypnid jupnn bp juy
hwuwnwnk) htnnwugnuinipjut hwdwlwupgnnh® Utwhhwn HYdhp&uih htin, htnbjug
htnwhinuwhwdwpny® (37410) 51 25 92: Gpt Inip Jupsdnid tp, np wyu
hEwnwgnunipjuiip dwubwlglint pipugpmid Qtq juy skt JEpwpkpyby fud
dwubwlgnipjniup kq Juwu £ yundwnt), jupnn tp quuquhwpl] Zujuunwih
wdbphljut hwdwjuupwih Ephljugh hwbdbwdnnmlh hodwlupgnn Zehthuhdk
Uwpunhpnuyubht' (37410) 51 25 61 hknwjunuwhuniwpnd:

Zudwdw ji bp dwubalghy:

Cunphwljunipnih: Ywpn'n kup swpnibwlyby;:
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Appendix 9. Consent form for a case report (English version)

American University of Armenia

Institutional Review Board #1/Committee on Human Research
Consent form

Hello, my name is Kristina. |1 am a physician and the graduate student of the Master of Public
Health program of the College of Health Sciences at the American Univesity of Armenia. Our
department is conducting a study to investigate the course of Familial Mediterranean Fever in
women: during pregnancy periods and out of pregnancy periods.

Once you have already participated in the interview and our research team found that the course
of your disease presents special interest from the clinical and research prospective.

I would like to ask you to participate in a case study to share with us some additional details
about course of your disease.

Your participation in this case study is voluntary. There is no penalty if you refuse to participate
in this study.

Your participation will involve an interview with the duration of 15 minutes. You can skip any
questions you don’t want to answer or even stop the interview.

Your participation in the study poses no risk for you. The information received from you and
your medical records is important for the study. There is no direct benefit from the participation
in this study, but your participation will contribute to better understanding of FMF course in
women which could lead to improved management and reduction of frequency and severity of
attacks in FMF.

The information provided by you (in both interviews) and the data obtained from the medical
records are fully confidential and will be used only for the study. Your name, contact
information and other identifiable information will not appear on the questionnaire and final
report.

Your contact information will be destroyed upon the completion of data collection.

If you have any questions regarding this study you can contact the Principal Investigator Dr.
Anahit Demirchyan at (37410) 51 25 92. If you feel you have not been treated fairly or think you
have been hurt by joining the study you should contact Dr. Hripsime Martirosyan, the Human
Subject Protection Administrator of the American University of Armenia (37410) 51 25 61.

Do you agree to participate? Thank you.

If yes, shall we continue?
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Appendix 10. Consent form for a case report (Armenian version)

Zuyuwunwih Udkphjjut Zudwjuuput
Zuipwyhtt wpnnowwwhnipjut pudhi
Ghunnwhbnwugnuuljut Ephuyh phy 1 hwtduwdnnny
Ppuqtl hwdwdwjunipjut dl

Punl Qtq, hd wuntup Lphunhtiw k: Gu pdholy BU b wydd unynpnid &l
Zujuunuith wdkphljjut hwdwjuupuind” Zwipuihl wennewwwhnt pjut pudinud:
Utp pwdhup tkpuynidu hpuwljwbwgunid £ hblnwgnunipinil, nph tyunwlj £
wupgky, ph hyywbu E pupwtnud Mupphpuljut hhquunnipiniup jubiwbg dnn’
hnhnipjut sppwinid b hnhnipjnihg gnipu:

“nip Ukl mbqud wpnbt dwutwlgl) bp hwpguqpniygh b dkp hhywiunnipjut
npupwugph dwtipudwutbpp hwwnntly Yihthuwi b ghnwljut hbwnwppppnipniu i
wnwowgnt] Ukp htnnwgnunuljut phunud: Ujg hulj wuwndwnny jguuljutwh 2bq
hpuyhpt) dwutwlghnt QEp hhjuwinnipjut nhyph dwtipudwut putwpldubnp:

Qbp dwutwljgnipiniut wju hknwgnunnipjutpn judwynp k: Qkq nghs sh
uyununid, kpk Fnip hpwdwpybp dwubtwlgl) wyu hbnnwgnunmipjwup: 2kp
dwubwlgnipiniup ukpunnid k15 pnyk nbinnnipjudp hwpguqpnyg: nip fupnn Gp
hpwdwpyt] wunwuhiwil] gutjuguws hupgh jud gutjugus yuhh pughwnt]
hupguqpnygp:

Qtp Ywutwljgnipintup wyju hbnwgnunnipjutp nplik Juuutg sh ubpjuyugind
Qtq hwdwp: QEp Ynnuhg npudwnpdus wndjujubpp, htyylu twb pdojulju
njuubpp juplnp G hblnwgnunipyut hwdwp: Uju hwpguqpnyght 2bp
dwutiwljgnipniip sh Eupwunpniud nplik ninnuijh owh QEp hwdwp, puyg 2Ep Ynnuhg
npudwunpjus hupnpldughw Yupnn k oqul] hwuljwbwnt wuppbpulw
hhjwunnipjui pupwugpp juuwtg unw, husp fupnn £ bywunt) quppipuljui
hhJwunnipjut wth wpynitwydbn pniddwip:

Bplnt hwpguqpnygubph wpgniupnid 2bp Ynndhg mpudwunpyus wdyuubkpp,
husybu wl pdojujutt mdjujubpp qununh tu wuwhybnt b ogqurnuugnpsybynt b dhuygt
htwnwgnunipjut tyuwnwlny: kp winibp, Ynunwlnughtt ndjuutpp sk tpluny
hwpguptppephlh, yEpptwljut qilnygh dke b yuhwywuybint E wbwbniunipyjut
uljgpnitipp: Qbp Intnnuljunuyghtt ndyuyitpp Ynsusmgyb ndjujubiph hwjwpwgpnidhg
wldhpwytiu hkwnn:

Uju htnnwgnuinipjut yepuptpyu) hwpgbp nitbuwnt nhypnid jupnn bp juy
hwuwnwnk) htnnugnuinipjut hwdwlwupgnnh® Utwhhwn YEdhp&uuh htin, hbnbjug

57



hEnwinuwhwdwpny® (37410) 51 25 92: Gptk tnip Jupsdnwd bp, np wyu
htwnwgnunipjuip dwubwlglint pipugpnid 2tq juy skt JEkpwpkpyt) jud
dwubwlgnipniiip 2kq Juwu £ yuwndwnt), jupng tp quiuquhwpl) Zujuunwith
wdbphlyut hwdwjuwpwih Ephugh hwbdbwdnnndh hadwlwupgnn Zohthuhuk
Uwpunhpnujubht' (37410) 51 25 61 hknwlunuwhwdwpnd:

Zudwdw ji bp dwubalghy:

Cunphwljunipnit: Ywupn'n kup swpnibwlyby:
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