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Determination of attack precipitating factors for Familial Mediterranean Fever

Executive summary

Background. Familid Mediterranean Fever (FMF) is an inherited disorder characterized
by recurrent attacks of fever, peritonitis, pleuritis, arthritis and skin lesions. The disease is
restricted primarily to the populations of Mediterranean basin. The prevaence rate varies among
Mediterranean populations. The estimated prevaence rate for Armeniansis 1 per 400. The
frequency of the affected gene isthe highest for Armeniansliving in Armenia

A typicd attack lasts from 1 to 4 days. During the attack free period patients generdly
appear hedlthy. The only serious complication of FMF isamyloidoss, which gradudly leads to
the rend insufficiency. The most effective medication currently used for treatment of FMF is
colchicine, which reduces the frequency of attacks.

Resear ch question and objectives. The god of the proposed research is to determine
what factors determine the occurrence of FMF attacks. The objectives are;

- To define the association between occurrence of atacks and high-fat food, physica
gtress, emotional stress, cold, climate and mengtruation.

To determine the association between different types of genetic mutations and various

attack precipitants.

Methods. The fact that attacks of FMF have no periodicity and regularity, leads to the
idea of existence of specific extraneous or environmenta attack precipitating factors. The most
commonly discussed are high-fat food, emotiona, excessive physica activity, cold, climate and
menstruation. The proposed case-crossover study is aimed to reved association between
occurrence of attacks and possible attack precipitants.

Study ingrument is aquestionnaire comprising demographic questions and domains on
the disease history, hormona satus, generd lifestyle and lifestyle regarding the past two-three
days period.

Sample size. The proposed sample sizeis equa to 300 cases and 300 controls.
Taking into account that cases and controls are the same people, the total number of participants
is 300. The sample will be selected from the database of the Center of Medical Genetics of the
Nationa Academy of Sciences of Republic of Armenia

Analysis. During the anadlysis the chi- square test will be used for determination of
association between occurrence of attack and discussed attack precipitants. It will be used dso
for detection of associations between different types of mutations and various attack precipitants.

It is expected that the results of the study will alow to prevent development of attacks
and to minimize the treetment with Colchicine.
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Specific aims

Familid Mediterranean Fever (FMF) is agenetic disorder starting primarily in childhood
and characterized by recurrent attacks of fever, peritonitis, pleurisies, arthritis and skin lesions.
During the attacks patients are not able to maintain their usud level of socid activity and are
often in need of caretakers. These conditions create a burden on the hedlth care syslem and on
the society aswell. The research question of the proposed study is following: What factors
determine the occurrence of FMF attacks? The objectives of this sudy are:

To define the association among occurrence of FMF attacks and high-fat food, physical

gress, emotiond stress, cold, climate and menstruation?

To determine the association between different types of genetic mutations and various

attack precipitants.

Patients for the proposed study will be sdlected from the database of the Center of
Medica Genetics (CMG) of the Nationd Academy of Sciences of Republic of Armenia. The
database conggts of about 1,500 patients with geneticaly verified diagnoss of FMF. Theinitia
permission for access to the database was obtained from the adminigtration of the Center of
Medica Genetics.

The mgor am of this study isto the corrdation between the development of attacks and
the hypothesized precipitating factors. If the association is determined it will be promising to
invedigate in future correlation between various types of mutations and environmenta factors,

namely attack precipitants.
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Background

Familid Mediterranean Fever is an inherited disorder characterized by intermittent
attacks of fever with gerile peritonitis, pleurisies, or synovitis (1). The words “familid
Mediterranean fever” refer to the three classic features of the disease. Another name of this
diseaseis Familid Paroxysma Polyserositis (FPP), which reflects the clinical and pathologica
features of the disease.

The disease affects mostly four populations of eastern Mediterranean descent, namely
non-Ashkenazi Jews, Armenians, Turks, and Arabs. It has an autosomal recessive mode of
inheritance (2). The prevaence rate of FMF varies among the Mediterranean population, being
200 per 100,000 for Non-Ashkenazi Jews, and 2.0-2.5 per 100, 000 for Levant Arabs (3). Data
about the prevaence rate for Armeniansis controversid. According to Khachadurian and
Armenian (4) it is 100 per 100,000 for Armeniansin Lebanon compared to 200 per 100,000 for
Armenians living in Fresno County, Cdifornia. The prevalence rate reported in aNews release
from the US Nationd Indtitute of Health is 1 per 200 (5). Thus, the prevaence rate among
Armenians varies from 1 per 200 [500 per 100, 000] to 1 per 1000 [100 per 100, 000](5,6). This
discrepancy could be explained by lack of studies on the epidemiology of FMF. According to
the literature, the frequency of the affected geneisthe highest for Armeniansliving in Armenia.
(7). The disease occurs more often among males and the sex ratio according to different studies
ranges between 1.5-2 per 1 (2,4).

The onset of the disease varies among patients. It starts during the first decade of lifein
amogt 50 % of cases, and only in 5 % of cases it manifests after the age 30 years (8). By the age

20 years about 90 % of patients have dready had their first attack (3).
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The manifegtations of the disease adso vary between patients. Usudly, the firgt attack is
diagnosed retrospectively regardiess of its clinicd manifestation. Many patients, especidly
during the first dbdomind manifestation of the disease, undergo surgica trestment as acute
gppendicitisis suspected. Almost al patients experience abdomind pain during attacks (2,9).
About 50 % of Arab, Turkish, and Jewish patients experience chest attacks, which manifests
with chest pain and fever; this percentage is even higher for Armenian patients. Less than haf of
al patients complain about joint pain. The next common manifestation of FMF is skin lesons
with the frequency ranging from 3 to 46 % among the different affected populations. Scrota
inflammation, myagia and certain types of vasculitis are among the uncommon dinica
syndromes (2).

In some cases the disease manifests as amyloidosis. It isthe only severe complication of
FMF that determines the fatal prognosis for FMF. Amyloidosis results from the deposition of
amyloid A protein, which infiltrates the various organs. Precipitation of amyloid protein in the
kidneys leads to the development of rend insufficiency progressing to the rend failure.
Amyloidosis can occur in patients after experiencing typica attacks, or its development can
precede typical attacks (10).

The frequency of attacks ranges from days to months. In the preceding hours, some
patients experience a prodrome. Attacks are characterized by fever, inflammation, and pain,
usudly in the peritoneum, pleura, joints, or skin. The duration of attacks ranges from 48 to 96
hours. Arthritic attacks unlike peritonedl or pleura attacks may last for weeks (6). During attack
free periods patients typically appear hedthy, except for those who have protracted arthritis.
Protracted synovia attacks may restrict the patients activity and keep them away from work for

long time (10).
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Since the 1950s, a number of drugs were prescribed for the treatment and/or prevention
of FMF attacks. Among them were various antibiotics, corticosteroids, sex hormones, vitamins,
andgesics, sdycilates and related compounds (11). Starting in the 1960s, colchicine was
introduced for the treatment and prevention of attacks. In 1974 independent randomized placebo-
controlled trids demondtrate colchicine s effectiveness (2). Currently it is the trestment of choice
for FMF. The daily regimen of 1-2 milligrams of colchicine diminishes the frequency of atacks
or even prevents attacks. Colchicine is aso recommended for the trestment of amyloidoss.
However, it is not a harmless drug because of its Sde effects, such as gastrointestina disorders,
myopathy and neuropathy (12). Although no prospective studies have been conducted on
colchicing s influence on sperm count, there is evidence in the literature that it is undesirable to
adminigter colchicine to young maes of reproductive activity (2,13).

During the past decade investigations on the cause of the disease primarily focused on the
genetic aspects of the disease. In 1997 the MEVF gene located on chromosome 16 for Familid
Mediterranean Fever and its different types of mutations were identified (3). This gene produces
aprotein caled pyrin, or marenostrin, which predetermines the development of the disease.
However, it is gill unclear what factors trigger the development of attacks and determine their
frequency. The fact that attacks of FMF have no periodicity and regularity, leads to the ideafor
the existence of specific extraneous or environmenta factors that may precipitate attack. In the
literature various attack precipitants are discussed (3,7,11,14). Among them arefoodsrich in fat,
emotiond siress, physical activity, cold, climate and mendtruation. Severd investigators reported
reduction of attack frequency after the restriction of fat food consumption (2,11). However, the

data about diet modification and its effectiveness for attack frequency reduction are controversia

(9).
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Schwartz pointed an example of awoman whose attacks started immediately before
mengruation (15). Also case of awoman completely responding to the short-term colchicine
trestment before first Sgns of menstruation was described in the literature (16). In many women
the attacks disappear during pregnancy and occur again after delivery (2). Shaar and Armenian
provided data on the relation of the severity of attacks to menstruation (17). Hormonal
disturbances cannot account fully for the development of attacks as they are described in males,
children and menopausal women; however, hormond fluctuations still should be considered as
possible attack precipitants. Many patients reported that prolonged standing or walking leads to
the development of joint attacks involving lower extremities, and severd patients have
associated emotional stress as a precipitating factor (11).

Petients affected with FMF need continuous treatment and are at risk of amyloidotic
complications. During the attacks they usudly are unable to maintain their normd leve of socid
activity and are in need of care, which creates a burden not only on the hedth care system but
aso on a society as whole. The average duration of attacks is 24-96 hours. The protracted
arthritic attacks last for weeks or even months. The frequency of attacks ranges from weekly to
one per year. Thus, taking into account that Familial Mediterranean Fever isalifdong disease,
manifesting with frequent attacks, which keeps patients from their usud lifestyle for days, or
even for weeks, and creates an economic burden on the society, the determination of the
precipitants for FPP attacksis essentid for prediction and prevention of attacks.

There is evidence that the prevalence rate of FMF for Armenians ranges from 1 per 1,000
to 5 per 1, 000 and the frequency of the affected geneisthe highest among Armeniansliving in
Armenia (5,6). These data provide the rationd performing the proposed study in Armenia. Most

of the studies conducted in Armenia focused on the pathogenesis of the disease. The literature
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shows that there is a big gap in the knowledge about the attack precipitating factors for FMF. No
studies exploring the possible attack precipitants have been done. This sudy intendsto identify

attack- precipitating factors for Familia Mediterranean Fever for further prevention of attacks.

Methods/study design

The case-crossover design, a variation of the case control study design, is proposed. The
case-crossover study design facilitates comparison of exposuresthat vary over timefor an
individud. It enables the use of the same people as cases and controls. Using the same peoplein
case and control groups dlows to have highly matched comparison sets, thus minimizing

potentid confounding.

Study population

Verification of the FMF diagnoss at the genetic levd isavailable in Armeniaonly by
using the services of the CMG of the Nationd Academy of Sciences of Republic Armenia. Its
database includes more than 1,500 patients with genetically verified diagnoss. The database
contains not only the results of the genetic test, but aso the clinica diagnosis. Patientsincluded
in the rogter are followed- up by the rheumatologist at the Center of Medica Genetics.

Cases are defined as patients with geneticdly verified diagnosis of FMF during or
immediately after the FMF attack. Controls are the same patients at a random day during an
attack free period. Children will also be included since about 50% of the patients comprise
children. Mothers will complete the questionnaire instead of children.

Excluson criteriaare:

= Patients with mental disorders
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» Refusd to paticipate

Sample size

The sample size cdculation was accomplished using the Epilnfo Satistical package.
Defining the vaues for a =0.05 (two-sided), b=0.2, and assuming that the difference in exposure
(namely, exposure to the high-fat diet) among cases and controlsis 15 percent, the required
sample size was calculated as equd to 300 cases and 300 controls. Taking into account that the
case-crossover study design employs the same people as cases and controls the total number of
participants will be 300.

The sample size of 300 cases and 300 controls will alow determining the presence of
association between the development of attacks and possible attack precipitants. For
determination of the interactions between the various attack precipitants it is required to increase
sample sze by the factor of variablesincluded in the andyss.

a = 0.05 (two-9ded)

b=02

d (difference in exposure between cases and controls) = 15%0
n=300

Power = 1-b = 0.8

Although the cdculated sample sizeis equa to 300 participants, it is proposed to select
350 participants to assure the needed sample size in case of dropouts, or refusals during the

study.
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Study instrument

The sudy indrument is a sdf-administered questionnaire of 53 questions. The sdif-
administered format was chosen for the questionnaire, because it will be not feasible to meet the
patient exactly on the day of the attack. The questionnaire will be provided to the cases (patients
during or immediately after the attack) and to the controls (the same patients on the random days
in atack free period). The instrument consists of demographic questions, questions on the
disease history, questions on the hormonal status, questions on the generd lifestyle and questions
on the lifestyle regarding the past two-three days period. It dso contains questions regarding
changes in atack frequency during traveling outsde of Armeniafor along time.

The am of the questionnaire is to compare patients exposure to various factors during
the random day in the attack free period (controls) and during the 2-3 day period prior to the
attack (cases). That dlows the calculation odds ratios and to determine whether thereisan
association (positive or negative) between exposure to severd attack precipitants and attack
occurrence. The exploration of patients’ lifestyle during preceding 2-3 days period is aimed to
reved some extraneous factors that have adverse effect on patients health and preci pitate attacks.
The questionnaire has been pre-tested on the patients from the Center of Medica Genetics
resulting in minor changes. The average duration of the questionnaire’ s completion during the

pre-test was about 20 minutes.

Data collection
Study participants will be recruited from the rogter of patients with geneticaly verified
diagnosis from the Center of Medicad Genetics. The systemeatic random sampling technique will

be applied for selection of the sample of 350 patients.
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At the random day in attack free period participants will complete the questionnaire and
serve as control group and during or immediately after the attack they will fill in the same
guestionnaire as Cases.

The sdection of the study population from the roster will be done with assstance of the
consultant from the Center of Medicd Genetics hired for the project. The questionnaires will be
distributed and collected by the project assistant.

The program assistant at the random day in attack free period will get in touch with
identified participants, arrange a meeting with them and pay avigt. During the vigt ghe will
explain the purpose of the study and provide participants with consent form, which includes the
information about the goals of the study, who is conducting the study, procedures, risks, benefits,
confidentidity and anonymity assurance, voluntariness and whom to contact in case of questions
or disrespectful attitude.

Afterwards the participant will complete the questionnaire as a control. The project
assigtant will leave severa copies of the same questionnaire that should be completed during the
attacks. After three months the project assstant will again arrange a meeting with participants
and collect back completed questionnaires. During these three months the project assistant will
cal severd timesto remind the patients to complete the questionnaires during attacks. The
project assstant will ingtruct every tenth patient to contact with himvher during one of the
attacks. During the attack the program coordinator aong with project assstant will vigit patients
in order to vaidate the attack.

The Center of Hedlth Services Research and Development of the American University of
Armeniais available to conduct the study in cooperation with the Center of Medical Genetics.

Theinitid agreement for the joint research between two agenciesiis atained.
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Data analysis
The gatistical analysis will be carried out by Stata statistical package. The dependent
vaiable is defined as the incidence of attacks and the independent variables are high-fat diet,
physica stress, emotiona stress, cold, climate and menstruation. It is proposed to use:
Chi-square test and to determine the odds ratios with 95 % confidence intervas
Chi-sguare test for detection of associations between different types of mutations and
various attack precipitants
Conditiond logistic regresson
In caseif the association will be detected it is proposed to increase the sample size by the

factor of variablesincluded in the andysis and to conduct logitic regression andyss.

Study limitations
The sudy limitations are:

Recdl bias—typica for case-control sudies. Thistype of biasis minimized in the study
because most of the questions refer to the events during the immediate 2 or 3 days.
Another concernisthat usualy people try to be consstent in their responses. Asthe
questionnaire will be given to participants a least two times (one time as case and one
time as control), they will, probably, tend to answer the questionsin the same way asthe
firg time.
Ingrumentd bias — though the questionnaire was pre-tested on 6 patients, it ill can be a

source of bias.

10



Determination of attack precipitating factors for Familial Mediterranean Fever

The price for the genetic test for verification of the Familid Mediterranean Fever
diagnogisis about 30 US dallars, which is expensive for the genera Armenian

population. The concern is that the roster of patients from the Center of Medica Genetics
comprises mogtly patients who are in a high-income bracket. This could negetively affect
the generdizability of the sudy results.

Because only the Center of Medica Genetics has the cgpabilities for genetic verification
of FMF diagnosisin Armeniaand it located in Y erevan, patients from the backcountry
digtricts may not able to pass the genetic test, thus the generdizakility of the study will be

limited.

Timeframe

The duration of the study is anticipated to be 8 months. During the first month the project
consultant, hired from the Center of Medical Genetics, dong with the project assistant will select
participants from the roster of the patients. Afterwards, the project assstant will arrange a
mesting with participants. Later the participants will be provided with the questionnaire that they
will complete as contrals. Filled questionnaires will be collected back. Afterwards the program
assistant will give to participants few copies of the same questionnaires, which will befilled
during or immediatdly after the attacks. Each meeting will take about one hour including
transportation time. 1t is proposed that during an average day the project assstant will conduct on
average 5 vists. Taking into account that the total number of participantsis 300 and that not al
of them livein Y erevan, the office assstant will perform 300 vidts during 3 months period. At
the end of the third month the project assstant will start collection of the questionnaires filled

during the attack period. She will cal patients, arrange a meeting with them and collect back the

11
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guestionnaire filled during the attack periods. Collection back of the completed questionnaires
will last three month in order to provide participants involved in the study at the end of the third
month opportunity to fill in the questionnaire during at least one attack. The whole period of data
collection will last 6 months.

Taking into account the frequency of attacks varies from patient to patient it is predicted
that on the average patients will have at least 3-4 atacks per year. Thiswill dlow for aminimum
300 questionnaires to be completed by the cases if every participant will have only one attack
during 3 months period. At the end of the sixth month it proposed to complete the data
callection. Smultaneoudy with data collection, data entry will start. The project assstant will
do first data entry. After that the data andyst will do the double entry to minimize the data entry
bias. The data entry will last until the end of the seventh month. The total number of
questionnaires will be at least 600. Assuming that the entry of one questionnaire will take 10
minutes, it is expected that the doubled entry of a least Sx hundred questionnaires will be
completed upon the end of the seventh month.

During the firgt haf of the eighth month the data anadlysiswill be carried out. It is
proposed to write the fina report during the second hdf of the eighth month.

After the completion of the Sudy if the positive association between the occurrence of
attacks and various attack precipitants will be detected it is proposed to recommend the research
using the same study population and the same study ingrument. Inclusion of dl patients from the
roster will dlow the investigation of interactions between aready established attack precipitants

and to create amultiple logigtic regression model for prevention of attacks. (See Appendix 1)

12
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Ethical considerations

The proposa has been submitted to the Institutional Review Board/Committee on Human
Research of the American University of Armeniaand received gpprova as agrant proposal. It
poses minimal risk for the study participants; the information gathered during the study will be
ussful in defining the triggering mechanisms for the development of atacks.

The unique identifiers given to each participant will the confidentidity of the subjects.
Only study investigetors, namely co-primary investigators, program coordinator, program
assdant, project consultant and data andyst, will have an access to the identification numbers of

participants.

Budget
The estimated expenses for implementation of the proposed study are $25,270. Out of
this amount about 56 % comprise sdaries. The operationa costs are covered by 13 % of the
total expenses; about 26 percent compose generd administrative expenses and the remainder

5 percent of the total budget cover unexpected expenditures. (See appendix 2)

Personnel responsibilities
The program coordinator is responsible for the study conduction, management and
adminigrative duties. The program coordinator will perform the data andysis and will be
responsible for the preparation of the find report.
The project assstant will be responsible for data collection and data entry. She will assst

in ongoing daily activities. She will coordinate the driver’ s activities.

13
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The consultant from the Center of Medicd Geneticswill assst in the sdlection of the
sample. She will participate in data analysis. The accounting consultant will be in charge of
account preparation and preparation of financial statements.

The driver/office assstant will be responsible for trangportation, maintenance of the
office supplies, will perform routine everyday activities under the coordination of the project

asd stant.

14
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Timeframe

Appendix 1

Month

1st

IActivity

Hiring the staff, preparation of
supplies, copies of questionnaires,

logistics

Selection of participants from the
roster

||Data collection

||Data entry

3rd

4th

5th

6th

7th

8th

1st half

2nd half

[Data analysis

[Preparation of the final report




Budget

Appendix 2

$ Duration Total
Personnel
Co-primary investigator
(CHSR) $400 per day 7 days $2 800
Co-primary investigator
(CMG)* $100 per month 7 days $700
Program coordinator* $650 per month 8 months $4 800
Program assistant* $450 per month 8 months $3 200
Project consultant (CMG)* |$300 per month 2 months $800
Data analyst* $300 per month 1 month $300
)Accounting consultant*  [$15 per day 10 days $150
Driver/office assistant* $200 per month 8 months $1 600
Subtotal $14 350
Operational costs
Communications $70 8 months $560
Office supplies $40 8 months $320
Car rental/maintenance  [$200 8 months $1 600
Fuel $100 8 months $800
Subtotal $3 280
Total $17 630
Unexpected expenses 5% of the total $882
Grand Subtotal $18 512
General Administrative 36,5% of total
Expenses expenses $6 757
||Grand Total $25 270

* - Sdariesinclude taxes
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QUESTIONNAIRE

ID Number:

Date:

DDMMYY

Digit 1-2 Code of site

Digit 3-6 Number of interview

wnN e

Demographic questions

First name Last name
Gender: Made Femde
Dateof birth: _

DD MMYY
Wheat is your ethnica background?

Areyou currently employed?
a) Yes(please, indicate your mgor)
b) No

Maritd datus:
a) Maried
b) Snge

c) Divorced
d) Widowed

Do you have brother(s) or sister(s)?
a Yes
b) No goto Q9

Do/Does they/he/she suffer from the Familia Mediterranean Fever?
a Yes

b) No

c) Don't know

Doeg/did any of your other reatives dso suffer from the Familia Mediterranean Fever?
a Yes

b) No

¢) Don’t know
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10. Do you have children?
a Yes
b) No
Questions on disease history
11. At what age did you have the first attack?

12. At what age was your disease first medically diagnosed?

13. What type was your first attack?
a) Abdomind
b) Peuritis
c) Synovitis
d) Skin manifedations
€) Amiloidogsfirg
f) Mixed (Combination of symptoms)
g Other, please describe

14. During last two years on the average, how many attacks do you have per year?
a) Lessthan5
b) 5-10
c) 10-20
d) Morethan 20

15. What kind of attacks have you had during last two years? (Check all that apply)
a) Abdomind
b) PHeuritis
c) Synovitis
d) Skin manifestations
€) Mixed (Combination of symptoms)
f) Other, please describe

16. If you have attacks that affect your joints, which joints are involved?
a) Knee
b) Ankle
c) Hip
d) Shoulder
€) Combination of above mentioned
f) Other, specify
g Usudly | don't have synovial attacks goto Q18

17. What kind of joint attacks do you have?
a) Acute (attackslast from 12 to 72 hours)
b) Subacute (attacks last up to week)
c) Protracted (attacks last up to months)



18.
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Do you receive any treatment?
a Yes
b) No goto Q20

19. What kind of treatment do you receive?

20.

21.

22.

23.

24.

25.

26.

27.

a) NSAID (like“Voltaren”, “Aspiring’, €c.)
b) Steroids

¢) Ord contraceptives

d) Colchicne

€) Other, specify

Do you take Colchicine ?

a Yes
b) No goto Q23

How often do you take Colchicine and at what dose?
a) | take Colchicine when | have symptoms (specify dose in milligrams )
b) [ take Colchicine every day (specify dosein milligrams )

Does the trestment with Colchicine reduce the frequency of attacks?
a Yes
b) No

Have you ever been told that you have protein in your urine (proteinuria)?
a Yes

b) NO------eeceemmmoeenn go to Q25

c) Don'tknow --------------------- go to Q25

At what age did you first have protein in your urine? Specify age:

Lifestyle questions

How often do you (egt foods rich in fats) use fat food (like pork, lard, sour cream, etc.)?
a) Every day

b) 2-3times per week

C) 2-3timesper month

d) Once per month

€) Don't know

Have you ever smoked cigarettes?
a Yes
b) No

Do you smoke currently?
a Yes
b) NO-----smmmmmmmmemmcaoneee go to Q29
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28. How many cigarettes do you smoke per day?
a) Lessthan10
b) 10-20
¢) Morethan 20

29. Do you do physicd exercisesregularly?
a Yes
b) No go to Q32

30. When you exercise, how many minutes do you usudly engage in the activity?
a 5-10
b) 10-20
c) 20-30
d) 30and more

31. How often do you exercise?
a) Every day
b) 2-3times per week
c) Severd times per month
Lifestyle questions regarding last 2-3 days period

32. During last two days did you consume:

Sausage a) yes b) no
Pork a) yes b) no
Lard a) yes b) no
Whaole milk a) yes b) no
Butter a) yes b) no
Sour cream a) yes b) no
Ice cream a) yes b) no
Pastry a) yes b) no
Egos a) yes b) no
33. Did you consume acohal during the past two days?

a Yes

b) No go to Q35

34. How much acohal did you consume?
a) Lessthan 100g of vodka, cognac, etc.
b) 100-200 g of vodka, cognac, €tc.
¢) Morethan 200g of vodka, cognac, etc.
d) A glassof beer or wine
€) Morethan one glass of beer or wine
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35. During the past two days did you have positive emotiord stress (like anniversaries, wedding,
etc.)?
a Yes
b) No

36. During the past two days did you have negative emotiona stress (like examinations, persond
danger, acute grief, etc.)?
a Yes
b) No

37. During the past two days do you have excessive physcd activity?
) Yes
d) No

38. Did you have a cold or flu during past week?
a Yes
b) No

39. Have you ever traveled outside Armeniafor along time (more than 6 months)?
a Yes

40. Have you noticed any changes in the frequency of attacks during these visits?
a Yes
b) No goto Q42

41. Thefrequency of attacks:
a) Increased
b) Decreased

42. Have you noticed any seasond differences in frequency of attacks?
a Yes

43. When your attacks are more frequent?
a) Spring
b) Summer
c) Autumn
d) Winter
€) No seasond differences
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Questions on menstrual cycle (Female only)

44. When was your menarche?

45. What isthe duration of your menstrua cycle?
a) Please, specify
b) Not gpplicable (no menses)

46. How many days past since the first day of your last menstrua bleeding?

47. Have you ever noticed the occurrence of attacks immediately before the onset if menses?
a Yes

b) No

48. Did you note any changesin attacks frequency during pregnancy?
a Yes
b) No go to Q50

c) Not applicable go to Q50

49. The frequency of attacks during pregnancy:
a) Increases
b) Decreases

Questions on warning signs

50. Usudly prior the beginning of the attack do you fed any of the following warning Sgns?
(Check dl that apply).
a Chills
b) Local paininhumerd joints
c) Mydga
d) Diarhea
e) Condipation
f) Meteorizm
g Mood changes
h) Other, specify
i) |don'tfed any warning signs goto Q53

51. How long before an attack do you fed the warning symptoms?
a) 2-3hours
b) 8-10 hours
c) 1-2days
d) Other, specify
€) Don't have any warning symptoms
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52. Do you fed any other warning Sgns?
a) Yes, specify
b) No

53. Isthere anything you would like to add that has not been mentioned in this questionnaire?
a) Yes, specify,

b) No

Thank you.
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American Universty of Armenia

I nstitutional Review Boar d/Committee On Human Research

CONSENT FORM TEMPLATE CHR#

Title of Research Project: Determination of atack precipitating factors for Familid
Mediterranean Fever. Case-crossover study.

The Public Hedlth department of the American University of Armeniais conducting a study
regarding Familid Mediterranean Fever. The purpose of the study isto obtain the information
about factorsinfluencing development of atacks. The interview will take place once in attack
free period and once during attack or immediately after it. Every interview will last 20-25
minutes.

We appreciate your participation in this study and your responses are highly vauable to us.
RISKS/DISCOMFORTS:

There is no known risk for the participants of the study. The research possesses risk, discomfort
and inconvenience the same as encountered in your dally life.

BENEFITS:

You will not directly benefit from the participaion in this sudy. However, the information
provided by you may help to reved some additiond information about factors influencing
development of attacks.

CONFIDENTIALITY:

Your name and address or other identifying data will be confidentid. Your responses will be
accessible only to the Public Health Department of the American University of Armenia

VOLUNTARINESS:

It is your decison whether participate in the study or not. Y ou have the right to stop providing
information at any time you wish or skip any question you consider ingppropriate. Y our refusal
to participate in the sudy or your decision to withdraw from that at any time will not affect your
treatment.

WHOM TO CONTACT:

Y ou should ask the person in charge any questions you may have about this research. You
should ask him quegtionsin the future if you do not understand something thet is being done.
The ressarcherswill tell you anything new they learn that they think will affect you.

If you want to talk to anyone about this research you should cal the person in charge of the
sudy, [Michad Thompson] at [phone number: (374 1) 51 25 92 /e-mail:
mthompso@aua.am].

If you want to talk to anyone about the research study because you fed you have not been trested
fairly or think you have been hurt by joining the study you should contact the American
Univergty of Armeniaat (374 1) 51 25 12



