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EXECUTIVE SUMMARY 
w 

The Eurasian Medical Education Program (EMEP) is a partnership between the Institute for 
Health Policy Analysis and the American College of Physicians (ACP). It provides continuing 
medical education (CME) for Russian physicians. It is designed to assist Russian physicians in 
managng diseases with high mortality and morbidity. The program has been hctioning since 
1998; there have been more than 35 programs which have involved 5500 Russian physicians. 
The program has been focused primarily on hypertension and cardiovascular disease, diabetes, 
and tuberculosis. The emphasis has been on disease recognition and management, contimiry of 
care, prevention of complications, and management of acute and chronic complications. These 
diseases are responsible for almost 60 percent of all deaths in the Russian Federation. 

The CME programs were developed in close collaboration with our Russian colleagues, who are 
responsible for CME in each of the five locations in which EMEP has functioned. The four 
locations are Ekaterinburg, Kazan, Tula, and Khabarovsk and the Jewish Autonomous Republic 
in the Russian Far East. The EMEP programs are fully integrated into the C M E  programs 
already in existence in each of these sites. 

Visiting professors are recruited from the membership of the ACP and consist of persons who 
are both highly experienced in CME and focused specifically on an aspect of the EMEP 
program. These physicians volunteer their time and expertise. Some have visited the same 
location in Russia several times, thus achieving continuity of educational experience. These 
physicians have contributed more than 250 days of expertise and participation in Russia, an in- 

W kind contribution conservatively estimated at a value of more than $250,000. 

Three distinct audiences attend the programs: primary care doctors from the polyclinics, 
specialists from the hospitals, and academic faculty members. The program is designed using 
principles of CME developed by the ACP. There are lectures, small group discussions, case 
presentations, and visits to polyclinics to see patients. Programs for the academic faculty are in 
the model of "train the trainers" and slides and handouts, translated into Russian, are given to 
them for their subsequent use in their own lectures. It is estimated that about four times as many 
Russian physicians receive information than actually attend the EMEP lectures. 

The basic EMEP program consists of a series of three programs: the first series of lectures deals 
primarily with early detection and management of disease. This phase emphasizes patient 
compliance with medications, lifestyle modification by patients, and continuity of care. The 
second series of lectures deals with complications of hypertension, diabetes, or tuberculosis, and 
emphasizes prevention, recognition, and management of these complications. The third phase 
includes data collection, analysis, and modification of the program based on results. In addition, 
there is discussion concerning the public education and awareness of the importance of disease 
prevention, compliance with medication, and lifestyle modification by patients. In all the 
programs, evidence-based information is provided. 

In each of the locations in which EMEP functions data collection has been carried out and 
reports of the results of the six programs are a part of this report. In two locations hyertension 

trr' "schools" have been developed in which patients are instructed in the importance of lifestyle 



modification and compliance. In two locations data are being collected regarding the 
W management of patients with diabetes with particular emphasis on prevention of complications. 

Tuberculosis data has been collected, with particular emphasis on compliance with medications 
and DOTS treatment. 

In each of the locations there is EMEP collaboration with government officials, university and 
academic officials, and those responsible for clinical care of patients. This has required frequent 
meetings with representatives &om the government, academic institution, and polyclinic or 
hospital. In each location, EMEP has a full-time medical program coordinator, two of whom 
have faculty appointments in their medical academies. These colleagues are of great value in the 
development of an infrastructure to facilitate EMEP activities. Each is respected by their 
Russian colleagues and has been an important contributor to EMEP's success. 

There have been eight visits of delegations of Russian physicians to the United States, each for a 
specific purpose. These have ranged from study of CME systems to laboratory detection and 
drug treatment of tuberculosis. These visits have resulted in dramatic changes in the 
management of tuberculosis. The knowledge acquired by the Russian professors has been 
communicated to more than 1000 additional physicians and treatment models are chan-&g from 
in-patient care of TB to outpatient, monitored, treatment of patients (DOTS). The EIMEP 
tuberculosis program has included participation with the National Jewish Hospital in Denver, 
Johns Hopkins University in Baltimore, and the National TB Center in Newark. In each of these 
locations Russian TB doctors have visited formal programs regarding early detection, 
management, treatment of drug-resistant TB, and training for laboratory personnel. The latter 

'CcY' visit lasted one month. 

The experience that EMEP has garnered during the 35 programs has included an understanding 
and respect for the Russian medical system, and our ability to work within its structure. One 
example of this has been the appointment of Drs. F m e r  and Burger as Professors in the Kazan 
State Medical Academy. As a result, working models for CME and for collaboration with 
Russian colleagues have been developed. 

The primary commodity of EMEP is knowledge, and the basic concept of EMEP is the 
management of serious disease (including public education and awareness, early detection, and 
prevention of complications). 



SUMMARY 
iu' 

5 Years in Russia: 1998-2003 
Kazan, Ekaterinburg, Khabarovsk, Tula, Birobijan 

Continuing Medical Education (CME) 
Lectures - 35 programs involving 5,500 Russian doctors 
Train-the-Trainers - slides, handouts and lectures by Russian professors, using Eurasian 
Medical Education Program (EMEP) information, to more than 1,500 Russian physicians 
in each location each year during their CME programs 
PolycIinic Visits - direct patient contact, data collection programs, 7 locations 
Visiting Professors - 22 members of the American College of Physicians 

Program Emphasis 
0 Prevention, early detection, management, prevention of complications, continuir). of care 

of diseases that can cause premature death 
Cardiovascular disease, diabetes, tuberculosis 
Women's health, public health, public education 

Tuberculosis 
8 visits of Russian physicians to the United States for training in DOTS and laboratory 
procedures - formal programs in Newark, Baltimore and Denver 

w As a result of EMEP, DOTS officially established in Sverdlovsk by government decree 
Laboratory procedures based on culture and sensitivity developed 
Sverdlovsk Oblast - more than 1,500 Russian doctors trained in DOTS using EiMEP 
materials 
Collaboration developed between prison and civilian tuberculosis treatment programs 

Data Collection: Cardiovascular Disease and Diabetes 
Cardiovascular: 3 programs over 3 years, involving more than 750 patients 

o Significant increase in compliance with medication 
o Significant improvement in blood pressure control 
o Decrease in sick leave and disability 
o Great decrease in hospitalization 
o Improvement in lifestyle (exercise, diet) 
o Some decrease in smoking 

Diabetes: 2 programs over 3 years, involving 10,000 patients 
o Dramatic decrease in ketoacidosis 
o SigGficant decrease in hospitalization 
o Improvement in chronic diabetic foot conditions 
o Dramatic decrease in mortality 
o Improvement in patient compliance with medications, diet and lifestyle 



CURFUCULUM DEVELOPMENT 
b' 

EMEP has taken very seriously our relationships and obligations to our Russian colleagues: all 
programs are developed with their full cooperation and agreement. After the original cumculurn 
material were developed (attached to the Work Plan submitted last year), sugptions and 
modifications have taken place. Additional aspects of cardiovascular disease (atrial fibrillation, 
congestive heart failure, hyperlipidemia) have been subjects requested and presented. 
Complications of diabetes and multi-drug resistant tuberculosis were also discussed. 

Additional subjects have been added at the request of our Russian colleagues: digestive disease, 
hepatitis, infectious diseases, rheumatology, osteoporosis, women's health issues, public health, 
preventive medicine, and social service subjects have been developed and presented. Thus 
EMEP has been able to expand its activities and respond to wishes and needs of our Russian 
colleagues. 

Speakers are then chosen kom ACP members who are experienced clinicians and teachers and 
have an interest in partnership. The visiting professors are almost all 111 professors and many 
have been presidents of national medical organizations (American Diabetes Association, New 
York Academy of Science, American College of Gastroenterology and the ACP). 

Each speaker prepares slides and handout material, reviewed by the EMEP medical director, and 
translated into Russian. Handouts are .given to each audience member and a set of slides is given - - 
to the Russian Medical Academy sponsor for subsequent use. Each program is then revie~ved by 

W our Russian colleagues and the exact timing of the lectures is determined by the EMEP medical 
director and our Russian coordinator. 

Following each lecture there are questions fiom audience members; with kequent visits by 
EMEP, there is no longer hesitation about asking questions and making comments. 

The original concept was for C m  lectures, but the format has been altered to include visits to 
polyclinics on each visit. This has enabled the ACP visiting professors to interact with " h n t  
line" physicians, who often discuss cases seen that day. We have been able to visit hypertension 
and diabetes "schools" and see how patients are instructed in their care and lifestyle 
modification. These visits have greatly facilitated the data collection process. 



PROGRAM DEVELOPMENT 

The Eurasian Medical Education Program (EMEP), in partnership with physicians &hated with 
the American College of Physicians (ACP) has developed continuing medical education (ChlE) 
programs in five locations in Russia during the past four years. There have been 35 programs in 
Russia, involving 5,500 Russian physicians. There have been 22 American visiting professors 
that have participated. CME is the initial entry point, and serves as a vehicle for much 
involvement of EMEP. 

A. Location Selection 
1. Interest by local govemment and physicians (Ministry of Health) 
2. Relationship with govement officials, academic physicians (Medical Academy) 

and clinicians, especially polyclinic doctors 
3. Ability to have forum for CME, preferably through an academic medical 

university or academy 
4. Ability to participate in ongoing CME programs for practicing physicians 

B. Assessment of Problem (Epidemiology) 
1. Frequency of disease 
2. Current detection and awareness of ~ub l i c  
3. Management of medical problems, currently 
4. Availability of drugs (and cost) 

C. Selection of Subjects to be Covered in CME Programs 
1. Collaboration with Russian physicians responsible for CME (which is mandatory 

for all Russian physicians who care for patients) 
2. Integration of E m P  into Russian CME programs - official part of CME with 

agreement by local Ministry and Medical Academy 
3. Subjects chosen represent diseases: 

0 Which are fiequent in Russia 
Which cause significant illness, morbidity, disability, economic loss, 
and death 

0 Which can be treated with medications and do not require %gh-tech" 
intervention 

0 Which can mainly be treated on an out-patient basis 
0 Goals include: public awareness, prevention, early detection, 

management, prevention of complications 
4. EMEP programs expanded based on need and wishes of Russian colleagues 

D. Selection of ACP visiting professor (s) 
1. Experience, education, clinician, and clinical researcher 
2. Each visiting professor donates hisher time and expertise - each lecture in the US 

would command an (average) honorarium of S1500. This represents a valuable 
in-kind contribution to EMEP and Russian physicians. 

E. Curriculum Development 
1. Literature search, evidence-based information collected 
2. Up-grading in curriculum material f?om previous trips 



3. Syllabus material prepared by ACP visiting professor and submitted to E$lEP 
medical director 

4. Development of slides by visiting professor and submission to EMEP Medical 
Director 

5. Selection by Medical Director of slides to be translated into Russian (Endish . . - 
language slides such as graphs and illustrations also used) 

6. Translation into Russian - usually about 20 slides per program . - 
7. Preparation of two sets of slides, one to leave with-~ussian colleagues 

F. Initial Approach 
1. Collaboration with local government, academic and clinical Physicians 
2. Public awareness programs for disease, being discussed - prevalence, 

significance, lifestyle factors 
3. Mechanisms for screening of patients for detection of hypertension, 

cardiovascular disease and diabetes 
4. Cooperation with business interests (e.g. factories, workplaces) and senice 

organizations (e.g. Rotary) to facilitate public awareness and education, as well 
as screening of people for cardiovascular and diabetes risk factors 

5. Referral system to polyclinics for management and followv-up 

G. Development of CME Programs for Physicians 
1. Lectures during CME programs - audiences of 50-150 Russian physicians 
2. Visits to polyclinics; work directly with physicians and patients, especially 

regarding dose management - audiences of 10-20 physicians 
3. Lectures to hospital physicians who treat complications of diseases covered by 

CME programs 
4. Small group sessions for those who lecture in CME programs ("tram-the-train&) 

- groups of 10-12 academic physicians 
5. Slides, translated into Russian and a copy given to Russian lecturers 

H. Assessment and Evaluation of CME programs and visits 
1. Quantification of audience; recording of attendance and professional activities - 

about 75% of attendees have been polyclinic (primary care) physicians 
2. Development (and validation by academic experts at Boston University) of an 

instrument to assess audience response to CME programs 
3. Distribution and collection of evaluation instrument; quantification of results and 

use in development of future progams 
4. Discussion with Ministry and Academy physician regarding future E3EP 

activities and development of additional programs 

I. Development of Additional Programs 
1. Family Medicine in Khabarovsk . 

Academic program and polyclinic supported by Far East Medical 
University 
Direct CME programs in polyclinic 
Assistance to family physicians in detection and management of 
hypertension 
CME programs for other family medicine 



2. Women's Health in Kazan 
CME program (their request) 
Organization of women's health progam 
Organization of social services and social work program 

3. Gastroenterology CME programs lectures Ekaterinburg, Kazan, Khabarovsk, 
pediatric gastroenterology in Khabarovsk and Birobijan 

4. Infectious disease CME in Ekaterinburg 
5. Rheumatology CME in Kazan 

J. organization of Disease Management Programs for Hypertension and Diabetes 
1. Polyclinics 
2. Specialty clinics 
3. Hospitals (mainly for complications) 

K. Continuity of Care for Patients 
1. Team approach, so patients return to same group of physicians 
2. Emphasis on follow-up, compliance with medications, lifestyle modifications 

("secondary prevention" of complications) 
3. Development of "hypertension schools" for patient training and education (diet, 

exercise, smoking, alcohol, cholesterol, diabetes) 

L. Data Collection (see attached) 
1. Recording and updating patient data 
2. Tracking progress against targets 
3. Medication use I compliance 
4. Complications 

M. Quality Assessment of Data 
1. Review of methodology of data collection 
2. Review of oversight of data (supervisor) 
3. Data review by EMEP medical director and US consultant (ACP) 

N. Public Education - Formal and Informal 
1. Media involvement 
2. Health Fairs 
3. Literature in layman language 
4. Schools regarding smoking, exercise, diet 

0 .  US Visiting Professors 
1. ACP physician visits 3-5 times a year 
2. Russian physician visits to US 



MONITORING & EVALUATION 
w 

Assessment of the effectiveness of CME has been a problem for many years; it is generally 
accepted that some type of reinforcement is needed to ensure long-term effectiveness. Handout 
material that audience members can "take home" can be effective if "practical" information is 
included. Thus, outlined diagnostic and management algorithms have been extensively used - 
particularly in an evidence-based medicine format. (The ACP is the largest single CME 
organization in the United States, dating fiom 1915, and has had extensive experience in 
assessing effectiveness of CME. The ACP director of CME, the late Herbert W'raunan, was 
especially helpful until his recent untimely death.) 

Mechanisms to assess the effectiveness of the speaker's presentation of the subject, as analbzed 
by audience members, has also been an important evaluation mechanism. An evaluation 
investment was designed by the medical director and validated at Boston University; it has been 
used since the inception of EMEP. 

The most important, but most difficult to assess, evaluation of CME effectiveness is how it 
translates to direct patient care. Since the primary subjects were management of diabetes, 
hypertension and tuberculosis, it was determined that data collection should be done to 
demonstrate effectiveness of EMEP activities. As noted, the initial lecture series consisted of 
three sets of lectures: recognition and diagnosis, basic management, management of 
complications. Thus all data collection was performed AFTER the three lectures in each subject. 
As a major goal was to improve effectiveness of management and decrease complications, a 

W' decrease in hospitalization was a significant measure. Therefore, data collection was focused on 
polyclinics rather than hospitals. There have been six data collection programs that have one-to- 
three year follow-ups and have been continuously carried out. Each of these is polyclinic based, 
data are collected by physicians actively involved in patient care. They are supenlsed by a 
senior physician, generally an academic professor, and closely monitored by the EMEP 
coordinator. Another person is responsible for record keeping and data storage. All data are 
reviewed each quarter and reports have been presented each 6 month period since inception of 
the data collection. As can be seen in the data collected for this report, there has been si-&ficant 
"behavior modification" of physicians caring for patients - and it demonstrates the value of 
CME. 

While there were registries of patients with diabetes and tuberculosis, the programs of data 
collection have accomplished far more than registries require. There is substantial clinical and 
scientific validity to these programs. The hypertension data collection activities were not 
required, however, and have been developed and expanded by EIMEP. These are truly unique 
proprams. 



Eurasian Medical ucation Program 
Results Frame 

Strategic Objective 

Management of conditions that are the leading causes of death 
and disability In the Russlan Federation 

(cardiovascular disease, diabetes, tuberculosls) improved 
Indicators: 
la. Number of cases of diabetic patients with diabetic foot in 2 selected sites 
I b. Number of cases of diabetic patients wilh ketoacidosis requiring hospitalization in 2 selected siles 
2. Percentage of hypertension patients with controlled blood pressure (below 140190) 
3. Number of palients completing continuous TB treatment, is. the DOTS protocol, in one oblast 

intermediate Result 1 I 
Physician practice related t o  diagnosis 

and treatment o f  diabetes improved 

Indicators: 
1.1 Percent of diabetic palients complying 

with prescribed diet & medications in 
2 Selected sites 

1.2 Number of diabetic patients 
hospitalized from 2 selected sites 

Sub -intermediate Results f i  
l a  Evidencc-based curriculum 

in diabeles managemenl 
integrated Into required Russian 
language CME In 2 oblasts 

l b  Evidonm.basod treatmcnl of 
diabctcs dlsoasc adoplcd In 
2 sitcs 

I c  Patient education materlals 
dcvclopcd and dlsseminatcd / 

I 
lntermediate Result 2 

Physician practice related to diagnosis 
and treatment of 

cardlovascular disease improved 
Indicators: 

2.1 Percentage of hypertension patients 
compliant withmedication regime 
In 3 selected sites 

2.2 Number of hospital admissions 
for hypertension patients with acute 
episode in 3 selected siles 

Sub -Intermediate Results /----l 

I 

intermediate Result 3 

Medical practice related to 
TB dlagnosis and treatment improved 

Indicators: 
3.1 Number of doctors trained in TB 

standardized protocol (i.e. DOTS) 
in 3 sites 

3.2 Number of patients initiating standardized 
DOTS treatment in 1 site 

2a Evidence-based curriculum 
in cardiovascular managoment 
integraled into rcqulred Russian 
language CME In 3 oblasts 

21, Evidonco-based lroatmenl of 
uirdiovascular disease adopted 
by practicing physicians 

2c Patient education materials 
dcvctopcd and disscminaled 

3a Evidence-bascd curriculum in TB 
managcmonl intograted into requlred 
Russian languago CME in 3 oblasls 

3b Policy chango roquirlng cvidonw- 
basod treatment of TB adoptcd 

3c Palicnt education malorials 
dovclopcd and dlssomlnatcd 

3d Modcrn lab proccdures lor TB 
diagnosis & trealmcnt documented 
in Russlan manuals & dlssemlnatcd 



Eurasian Medical Program 
Results 

Strategic Objective 

Management of conditions that are the leading causes o f  death 
and disability in  the Russian Federation 

(cardiovascular disease, diabetes, tuberculosis) improved 
Indicators: 
la .  Kazan - 5%; Khabarovsk - 802 to 195 
I b. Kazan - none; Khabarovsk - 16 to none 
2. Blood pressure control up to 37-76% in 3 sites 
3. DOTS completion up to 652 in 2002 

intermediate Result 1 

Physician practice related to diagnosis 
and treatment o f  diabetes improved 

ndicators: 
1.1 Compliance up lo 62% and up from 

36 to 180 palienls In Kazan and 
Khabarovsk 

1.2 Hospitalized down to 37% from 94% 
and lo 33% from 66% in Kazan 
Down from 230 to 100 in Khabarovsk 

Sub - lntermediate Results f i  
l a  Evidence-based curriculum 

inlroduced 
I b Evldenco-based lroalmenl of ( IC Patient diabetes oducallon matoria1s ) 

dovelopod and dissornlnalod 

I 
I Intermediate Result 2 I I lntermediate Result 3 I 

Physician practice related t o  diagnosis 
and treatment of 

cardiovascular disease improved 
Indicators: 

2.1 Compliance from 0-10% to 35.93% 

2a Evidence.based currlculurn 3a Evidence-based TB managomen1 
lrilegralod 31, Policy change accompllslled 

2b Evidence-based lrealmenl of 3c Paliont oducallon materials 
cardiovascular diseaso adoptod 2c dovolopod and dlsseminatod 

Paliont oducallon materials 3d Modorn lab procedures lor TB 
doveloped and dlsserninatod diagnosis & lrealmenl dovolopod 

& dlssaminaled 

Medical practice related t o  
TB diagnosis and treatment improved 

Indicalors: 
3.1 Doctors trained in DOTS - 460 

2.2 Hospital admissions - 11 patients in 
each of 2 sites and 2% in 3rd 
site 

3.2 Initialed DOTS treatment - 1.289 in 2002 



MONITORING & EVALUATION 
w 

RESULTS FRAMEWORK 

Hypertension: 

1. Percentage with controlled blood pressure 
Khabarovsk from none to 76% 
Ekaterinburg from 9% to 51% 
Kazan from none to 48% 

2. Percentage of patients compliant with medications 
Khabarovsk from none to 78% 
Ekaterinburg from 10% to 67% 
Kazan from 10% to 95% 

3. Number of hospital admissions for acute episode 
Khabarovsk 11 patients (9 months) 
Ekaterinburg from 18 to 1 1 patients (2 years) 
Kazan 2% (3 years) 

4. Evidence-based curriculum integrated into CME programs and polyclinics 

5. Evidence-based treatment adopted 

6. Patient education materials developed and disseminated 



MONITORING & EVALUATION 
w 

RESULTS FRAMEWORK 

Tuberculosis - Ekaterinburg: 

1. Number of patients completing continuous TB treatment - DOTS protocol 
2000 - 408 
2001 - 546 
2002 - 652 
2003 - 459 

2. Number of doctors trained in DOTS - 460 

3. Number of patients beginning DOTS treatment 
2000 - 987 
2001 - 1000 
2002 - 1289 
2003 - 1056 

4. Evidence-based curriculum in TB integrated fully since 2000 

%& 5. Policy change requiring evidence-based treatment of TB - officially by Sverdlovsk 
Oblast government since 2001 

6. Patient education materials developed and disseminated 

7. Modem lab procedures for TB documented and disseminated since 2002 



MONITORTNG & EVALUATION 
w 

RESULTS FlRAMEWORK 

Diabetes: 

1. Percent of diabetic patients complying with prescribed diet and medications: 
Kazan: Adults - 33 to 62% control 

39 to 52% diet 
Khabarovsk: 36 patients to 180 patients 

2. Number of diabetic patients hospitalized: 
Kazan: 94% to 37% children 

66% to 33% adults 
Khabarovsk: 230 patients to 100 patients 

3. Number of patients with diabetic foot 
Kazan: 6% to 5% adults 

none - children 
Khabarovsk: 802 patients to 195 

4. Number of patients with ketoacidosis 
'a& Kazan: 1% to zero adults 

none - children 
Khabarovsk: 16 patients to none 

5. Evidence-based curriculum integrated in both Kazan and Khabarovsk 

6. Evidence-based treatment adopted 

7. Patient education materials disseminated 



EURASIAN MEDICAL EDUCATION PROGRAM 

PERFORMANCE DATA TABLE 
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rclcnsctl 
prisoners 
with 'SU 

-~-- ~- ~ ~ 

,fNlSAII) Coop. ~ ~ ~ . c c \ ~ o r k  PlalAOMUl'dnta tab1 

tw ine  
6i," ~ . . ~  ., : ... ~. . .~.. . . . . . . . .. 

~ ~ 

iitc 1: 
0% 
iitc 2: 
I 
iitc 3: 
1 % 

- 
litc 1: 
10 

litc 3: 
60 

iitc 1: 

iitc I : 
5% 

- 
K O 1  i' 
icjiia~ .. . 

. .  . ..~. .- 
I 
Sito 1: 
53% 

Sitc 3: 
)3% 

;itc 1: 
i6 
jitc 2: 
16 
jitc 3: 
14 

- 
;itc I :  
105 

m 
10% 

2003:- 
Farget 
. . . . . . . . . 

Site 1: 
70% 
Site 2: 
90% 
Sitc 3: 
95% 

- 
Sitc I: 
10 
Sitc 2: 
70 
Sitc 3: 
j0 

- 
Sitc 1: 
100 

- 
jitc I: 
iO% 

- 
2003 
Actual - 
Sito I :  
67% 
Sito 2: 
78% 
Sitc 3: 
95% 

- 
Site I: 
I I 
Sitc 2: 
11 
Sitc 3: 
9 

- 
Site 1: 
460 

- 
Site I: 
100% 



MOh?TORIITG & EVrnATION 
W 

KHABAROVSK 

Hypertension: 

Family Medicine Clinic - lectures to 1,923 family medicine doctors 

Patient education material &om EMEP disseminated to 870 patients 

Dramatic improvement in blood pressure over the 9-month period 

Decrease in smoking 

0 Decrease in use of salt 



Hypertension Report for the First Nine Months 

during the 9 month period the following patients were hospitalized: 2 patients with coronary 
heart disease (CHD) and 1 patient with angina. 8 patients suffered hypertension crisis. All those 
patients enioyed normal BP after some period of time those patients sto~ped the treatment 

w 

- - 
hthout consultation with the doctor. There were no registeki cases of:&vte cerebral blood 

'Mi flow. 

Pts Stopped 
Treatment on 

own 

Drws prescribed to the patients for the 3 rd quarter: 
Enalapril 20 mg24hrs - 72 patients 

0 11 ! 71 1 I 

~ 
! 

Ramipril 5 mgI24hrs - 70 patients 

Enalapril 20 mg/24hrs plus 
Indap Retard 1.5 mg24 hrs 

Ramipril 5 mg24hrs plus 
Indap Retard 1.5 mg24 hrs 

- 63 patients 

- 63 patients 

Metaprolol 1OOmgl24 hrs plus 
Indap Retard 1.5 mgl24 hrs - 64 patients 

1923 family medicine doctors, residents, students.. . listened to EMEP lectures during 5 years. 



The evidence-based cumculum integrated into the Family Medicine Program: 
w 

1. Identification of hypertension 

2. Diagnostics principles 
a) the right way to measure BP 
b) whole clock round BP monitoring 
c) laboratory examinations 
d) additional laboratory examinations 

3. Hypertension classification 

4. Identification of the risk groups (criteria, risk stratification) disease stagedphases 

5. General principles of hypertension patients management 
a) Life style modification 
b) Drug therapy 
c) Evidence-based treatment by using efficient anti-hypertension drugs and 

combination of different anti-hypertension. 
d) Principles of dynamic observation 
e) Hypertension treatment among specific groups of patients 

6 .  Urgent conditions/states among hypertension patients 
w 

7. Indications for hospitalization 

Patient education material was prepared in Family Medicine Clinic based on EMEP 
recommendations. It was disseminated to 870 patients (including 380 patient control group). 



Hypertension Report for the Last Quarter of 2002 
%iud 

Total # of hypertension patients 380 
Total Men Women 

144 236 
Average age 54 62 
BP at the beginning: 
1801110 123 5 1 72 
1601100 257 93 164 

380 I44 236 

BP during 3 month period treatment: 
1801110 19 9 10 
17011 05 47 19 28 
1601100 124 41 83 
150195 75 26 49 
140190 67 32 35 
130180 48 17 3 1 

380 I44 236 

Hospitalized patients: 1 (an,+a); 8 patients were hospitalized during the year 2002 
8*LJ Number of patients on sick leaves: 3; 19 for 2002 

Out of 93 smokers 7 gave up smoking 

All patients were recommended exercises: 
18 patients - activities in gym 
38 patients walk daily 3 km 
15 patients swim 
207 patients drastically reduced or stopped using salt. 



Hypertension Report for the First Quarter of 2003 

Total # of hypertension patients 380 
Men Women 

Total 144 23 6 
Average age 54 62 

BP during 3 month period treatment: 
1801110 0 
17011 05 10 
1601100 9 
150195 9 
140190 4 
130180 348 

380 

Hospitalized patients: 1 coronary heart disease (CHD). 
Number of patients on sick leaves: 4; the average sick leave duration is 4 days each. 
Out of 93 smokers 7 gave up smoking during previous 3 month period plus 2 more patients 
stopped smoking this quarter. Altogether 9 stopped smoking. 

All patients were recommended exercises: 
18 patients - activities in 
38 patients walk daily 3 km 
15 patients swim 
207 patients drastically reduced or stopped using salt 

After 3 months of treatment, 48 patients had the BP 130180 and even lower after 6 months of 
treatment 300patients had the BP 130/80 and even lower on top of those 48. 32 patients had 
high BP despite of the 6 month treatment. 

16% inefficiency of treatment is due to: 
8 patients did not take medicine regularly 
6 patients did not lose weight due to poor eating habits (excessive calories and high 
salt (NaC1) consumption) 

Drups prescribed to the vatients: 
Enalapril 20 mgl24hrs - 92 patients 

Ramipril 5 mgl24hrs - 98 patients 

Enalapril 20 mgl24hrs plus 
Indap Retard 1.5 mgl24 hrs - 63 patients 

Ramipril 5 mg/24hrs plus 
Indap Retard 1.5 mgl24 hrs - 63 patients 

k' 
Metaprolol 1OOmgl24 hrs plus 
Indap Retard 1.5 mgl24 hrs - 64 patients 



MONITORING & EVALUATION 
w 

EKATERIh'BURG 

~~~ertension: 

150 patients followed for 2 years following EMEP lectures and training 

Compliance with therapy increased from 10% to 67% 

Decrease in smoking 

Increase in exercise 

Decrease in hypercholesterolemia 

Dramatic decrease in sick leave, hospitalization and duration of hospitalization 

Hypertension school developed for patient education and training. These have now been 
established in all districts of Ekaterinburg 

Every man coming to a polyclinic is now screened for hypertension 



s*u' 

Percentage of AH patients with controlled blood pressure (below 140f90) 

150 patients followed up for 2 years: 

Evidence based curriculum integrated due to the lectures and experience 

exchanges with Dr. Greenberg. 

- 

h b e r  of Sick Leaves 1986 985 574 
Per' i 

Number of Sick Days 16456 6512 4341 1 
I 

Average Duration of Sick Leaves (days) 8,3 6 6  4 3  I 

Len,@ of Stay in Hospital (days) 468 98 76 

Evidence-based treatment for hypertension adopted. Combined therapy has been in 

90,3% of patients and came to 95,5% of patients. The change of 

combination (adding or changing of the ACE-inhibitor, statin, etc.) has been done 

in 40,5% of patients. 

Average Stay in Hospital (days) 

b' 
Patients' education material: the diary for the patients with arterial hypertension 

published and disseminated in Ekaterinburg. 

26,5 18 6 7  



AHS results 

Investigated group characteristics 

men 

n women 

, number age number of AHS lessons 



I Primary characteristics of the AH in 

I men and women 

mean AR duration hears) mean SPB mean DBP I : B women S men 

AH risk factors 
90%n 

smk&kk moLigafer - 0  HHE bU S&e MD HW Wfsk 
A m  

women men 



AH treatment in men and women 

am", 

Treatment changing 

combined therapy combination change 

before .a E afler ..LH!?i 



Compliance and BP dynamics 

I 
... 

compliance goal BP destination 

W before AHS afier AHS 

Number of patients, perfectly following 
physician's recommendations (%) 

90% 

80% 

70% 

60% 

50% 

40% 

30% 

20% 

10% 

0% 
before AHS in 4-6 months after m 1 year after AHS 

AHS 
O women 13 men 



Hospitalization duration (days) 

SF-36 in dynamics 

SF-36 
Before 
AHS 

After 
AHS 



MONITORING & EVALUATION 
'iid 

W A N  

Threeyear follow up of 352 patients with arterial hypertension (AH), nith or without diabetes 
mellitus (DM) 

Cohorts based in two polyclinics and managed by therapists (GPs), supenised by 
Professor Galyavich, Chief Cardiologist, Tartarstan (report included) 

Evidence-based EMEP lectures to physicians in both polyclinics 

90% of patients have been in compliance with medications and follow up visits 

0 30-50% have reached target blood pressure (J3P) 

Complications (myocardial infarction and stroke) less than 2% over the three years 



Summary Report 
Results of Long-Term Management of Hypertensive Patients in the City of Kazan 

(in the Framework of the Eurasian Medical Education Program) 

The demographic and Epidemiology data on the incidence and prevalence of hyertension and 
its complications is presented in the power point attachment (extracted kom the .Ministry of 
Health report and included in the presentation of Professor Galyavich at the April conference). 

The basic patient characteristics, percentage of ovenveight, smoking patients, patients with acute 
and chronic complications of AH in history with blood pressure and laboratory data over the 3 
years of management and research (in 6 stages of data collection - polyclinic 18 and 3 stages of 
data collection - policlinic 11) are presented in tables and graphs (see attached files). 

The positive changes for the 3 year period of observation and management (01.07.2000r. - 
01.06.2003r.): 

The percentage of patients who have reached target BP level increased gradually over the 
3 years of management and control. 

The number of patients who developed hypertension complications over the study period 
was low: 1,5% of AH+DM patients and 1,7% of AH+DM patients have developed 
complications (h4I and stroke) 
Compliance with medications was about 95% at all the visits over the 3 years. 
Compliance with follow-up visits was continuously increasing with the progression of the 
management study: it was 50% on the 2d visit, 65% - on the 3 visit, 73% - on the 4 visit, 
and 93% - on the 5 - 7 visits (percentage of patients compliant with the follow-up \%its). 
Compliance with the r e , ~ e n  was the poorest. It was about 35% with physical actillty 
(the increase over the 3 years was 7% 3 35%), 60% with the diet (the increase over the 3 
years was 35% 3 69%). Non of the patients quit smoking, but about 60% of them 
restricted the number of cigarettes per day. 
All the positives changes in the BP control and compliance represent the result of 
continuous medical education of the physicians in the framework of EMEP on the basis 
of the latest achievements of EBM. 
Since 2000 2 cohorts of hypertensive patients in 2 polyclinics of the city of Kazan have 
been enrolled and followed up with the computerized registration of BP changes, clinical, 
laboratory and treatment specifications. 

Patients AH 

Patients AH+DM 

Visit 1 

0 

0 

Visit 2 

20,l 

30,5 

Visit 3 

26,7 

37,3 

Visit 6 

34,6 

45,l 

Visit 4 

32,s 

40,s 

Visit 5 

38,9 

40,4 



During the years of the EMEP management study (2000-2003) the following acti\<ties 

'Ir) were implemented on the basis of the evidence-based medicine approach: 

o EBM-teaching of physicians: EMEP run conferences, workshops and seminars, 
EMEP-initiated teaching courses at the Kazan State Medical Academy with 
provision of EBM-based teaching materials, results of systematic re\lews and 
latest clinical trials as well as visuals and hand-outs. 

o Complex free-of-charge examination of hypertensive patients at the polyclinics 
18 and 11 by cardiolo$sts and physicians of other sub-specialties with laboratory 
testing. 

o Furthering observation and follow-up of patients with the resultant improvement 
in quality of life in hypertensive patients. 

o The system of patient schools has been established and improved during the 
years, ensuring self-control of BP with the major involvement of nurses in the 
patient-teaching process - EBM-approach implemented. 

o New EBM approaches to patient and community education have been 
implemented with the help of mass media and patient and community hand-out 
materials - dissemination of material on risk factors, diet and life-style 
requirements, compliance with life-style and diet, compliance with medications 
and follow-up visits. 

As a result of all the above described activities in the Republican (the Republic of Tatarstan) 
propram on hypertension management has been developed. 

i d  



LVH-left ventricular hypertrophy 

Table 2 Changes of blood pressure in the patients with AH on 7 consecutive visits 

Arterial Hypertension as a Major Problem for Public Health 

AH 
SBP 

DBP 

Table 3 Changes of blood pressure in the patients with AH+DM on 7 consecutive visits 

The objective of our study was to show how the active management of chronically ill patients can 
influence the course of the disease, the level of blood pressure (BP), biochemical characteristics 
and compliance. 

AHtDM 
SBP 

DBP 

We have been examining and treating 2 groups of patients since March 2000. The in group 
consists of 218 patients with arterial hypertension of different stages of severity &om 33 to 76 
years of age. The second group consists of 134 patients who have AH and diabetes mellitus (DM), 
&om 47 to 74 years of age. In 67,9% of these patients AH developed earlier than DM. 
Basic characteristics of the patients are presented in the table 1. 

SBP-systolic blood pressure DBP-diastolic blood pressure 

lvisit 
169,5+ 
20,5 
100,5& 
14,2 

l v  ' 

163,9+ 
22,8 
94,8+ 
14,s 

Table 1 Baseline characteristics of the groups of patients with isolated AH and with AH and DM 

2visit 
163,5+ 
23,5 
98,5+ 
14,8 

AH 
218 8 

2v 
158,6+ 
24,3 
91,52 
14,6 

AH+DM 

Men 
Women 
BMb25 kghd 
Total cholesterol >5,2mmolll 
LVH 
MI 
Stroke 
Smoking 

3visit 
158,1+ 
26,l 
95,61 
24,l 

Table 4 Changes of blood pressure in men with AH on 7 consecutive visits 

3v 
153,6+ 
21,9 
90,4+ 
14,9 

AH 
SBP 

DBP 

BMI- body mass index MI-myocardial infarction 

25,2% 
74,8% 
80,7% 
60,5% 
57,3% 
10,5% 
5% 
9,63% 

4visit 
155,2+ 
14,l 
94,6+ 
16,s 

18,i% 
81,3% - 

95,9% 
77,6% 
40,3% 
9,7% 
5,2% 
4,48% 

4v 
150,4+ 
22,2 
88,5i 
14,2 

32 

IV 
169,8+ 
17,6 
102,6+ 
15,3 

5visit I 6visit I ivisit 
1542 1585 154,4+ 
23,6 124,l 121J 
93,42 
13,9 

5v 
155,lk 
22,2 
89,1& 
15,l 

2~ 
159,8& 
20,7 
97,4+ 
16,l 

9 4 3  
13,s 

6v 1 7v 
153,SY 
25,i 
88,42 
16,2 

5v 1 7~ 
148.72 / i 154,5& 
21,4 1 24,4 
9 1,42 94 , l i  j 953% 
13,6 ! 18>5 

3v 
155,92 
24,s 
95, l i  
14,3 

143,32 
17,i 
8 3 , e  
12,6 

IV 
1 4 9 9  
24 
91,1+ 
15,2 



Table 5 Changes of blood pressure in women with AH on 7 consecutive visits 

Table 7 Changes of blood pressure in women with AHiDM on 7 consecutive visits - 

AH 

SBP 

DBP 

Table 6 Changes of blood pressure in men with AH+DM on 7 consecutive visits 
AWDM 

SBP 

DBP 

Table 8 Changes in total plasma cholesterol level, fasting blood glucose and glycosilated 

1 

170,2& 
21,l 
100,9+ 
13,s 

SBP 163,4+ 
22,3 

DBP 93,8+ 
15,2 

Outcomes and Compliance 
37,6% of AH patients have reached target BP: 50% of men and 34% of women 

48,4% of AH+DM patients have reached target BP: 29,2% of men and 53% of women 

2v 

162,5% 
24,l 
98,2+ 
14,3 

1 

166,1+ 
25,3 
98,8* 
12,7 

1562 
23,3 
89,6+ 
13,3 

93% of patients in both groups have shown good compliance to the treatment and follow-up visits 

2v 

168,9+ 
26,2 
99,lrt: 
14,8 

3v 

159,8+ 
24,3 
94,8+ 
11,2 

3v 

160,31 
26,4 
96,4+ 
14 

152,4+ 
21,1 
89,7+ 
15,5 

4v 

158,6+ 
20,l 
95,8+ 
11 

4v 

158,9& 
24 
96,9+ 
17 

148,4+ 
22,8 
86,8+ 
14,s 

5v 

163,1+ 
23,6 
93,l-k- 
12 

5, 

6v 1 7v 

166,72 145,52 
33,l 1 14,6 
90,4* 
18,4 

I I 

1 6 1 M  
24 
9 6 i  
14,l 

153,7f 
23,6 
88,2+ 
15,8 

160,li 1 k56;85 
22,3 

150,9+ 
23 

952 
13,3 

142,6% 
20 

95& 
12 

882 1 8 2 , e  
15,8 13,6 



Prevention of Cardiovascular 
Complications in Patients with 

Hypertension 
Results of New Research 

Chief cardiologist of the Ministry of Health 
of the Republic of Tatarstan and of the 

Department of Health of the city of Kazan 
AOKTOP MeAMqMHCKMX HayK, 

Professor A.S. Galyavich, MD, PhD, D.Sci 
(KSM U) 

Mortality rate because of major causes in 
population of Tatarstan 



Mortality rate per 100 000 population 
in Republic of Tatarstan because of CVD 

Increase by 6,7% I 

Prevalence of C M  in population of Tatarstan after 
layears of age 



Prevalence of CVD in population of the 
city of Kazan after 18 years of age 

Increase by 5,7% by 10,7% 

Incidence rate of CVD per 1000 2 

population of Republic of Tatarstan 
after 18 years of age 

1997ro~ 1998ro~ 1999ro~ 2000ro~ 2001 roA 2002ro~ 

Increase by 9,9% 



Incidence rate of CVD in population of 
Kazan after 18years of age 

Increase by 13% by 10,2% 

Prevalence of arterial hypertension per 
1000 population in Kazan in adults (over 

Increase by 23,6% 



Prevalence of coronary heart disease 
(CHD) in adult population of Kazan 

(over 1 8 y.0.) 

Increase by 13,6% by 13,5% 

Primary disability rate caused by CVD in 
population of Kazan (over 18 y.0.) 

Increase by17,9% Decrease by 24,8% 



EPOCH - Epidemiologic 
Study (CVD) 

Major CVDs in European part of Russia: 

1. Hypertension - 39,7% 

2. Stableangina- 12,1% 

3. MI-2,3% 

4. Valvular defects - 1,1% 

5. History of stroke 2,5% 

6. Diabetes mellitus - 2,9% 
7. CHF - 2,3 % of population. 

EPOCH 
(Arterial Hypertension AH - 39,7%) 

Effectively treated patients (BP in one 
measurement <140/90 rnrn Hg) - 7,2%. 



EPOCH in Tatarstan (AH - 32,4%) 

City of Kazan Country side 

Prevalence of AH -29% Prevalence - 32% (women 
(women - 59%) - 68%) 

1 degree - 71 % 1 degree - 83% 
2 degree - 22% 2 degree - 16% I 

3 degree - 7% 3 degree - 1% 

Do not measure BP - 49% Do not measure BP - 6 1 % I 

- 

EPOCH (drugs) 
The number of preparations analyzed - 10022 

% of cases 
ACE inhibitors - 22,6% 

Beta-blockers - 9,3% 
Nitrates - 9,9% 

Diuretics - 7,8% 

Calcium channel blockers - 54% 
Rawolfia preparations - 10,1% 

Other drugs, metabolites and sedatives, not affecting 
prognosis and outcomes - 24,3%. 



Disease needs to be prevented at the 
very beginning, 

it is too late to prepare a drug when 
disease is already here. 

Publyi Ovidyi Nazon, 

43y b.c. - 18 a.c. 



MOMTORING & EVALUATION 
W 

EKATErn%uRG 

Tuberculosis: 

DOTS introduced in 2000, following training in United States 

Laboratory personnel trained in the United States - March 2002 

Policy change required evidence-based treatment 

Evidence-based curriculum introduced by EMEP 

Prison system patients - 100% DOTS 

Children now have 100% DOTS compliance and completion 

For adults, completion has increased fiom 58% to 72% since 2000 

Ural TB control program developed with EMEP collaboration 



TUBERCULOSIS 
W 

# of patients completing continuous TB treatment (DOTS protocol) 

2000 - 408 

2001 - 546 

2002 - 652 

2003 - 459 

In GUIN system 100% pts. have DOTS (GUIN is the Russian system of 

punishment realization - the penitentiary system.) 

# of doctors trained in DOTS during 3 years is 460 

# of patients beginning DOTS treatment: 

iu' 2000 - 987 

2001 - 1000 

2002 - 1289 

2003 - 1056 

Evidence-based curriculum in TB integrated in CME antibacterial therapy 

using the first line drugs. For children the use of protocols is 100% and 

100% effectiveness (so, all the patients are cured, that is certified by the 

serological and bacteriological investigations); For adults - first line 

drugs; second line drugs only 20% of the patients, who need this therapy. 

The mortality rate is 0,02%. The effectiveness in adults is 90-95% of 

clinical cure for the primary diagnosed patients. 



Policy change requiring evidence based treatment of TB - since the year of 
kd 

2000 the police of the TB treatment in Ekaterinburg and Sverdlovsk region 

began to change. Previously all the officials consider that the treatment of 

TB has to be individual (individually composed drugs, length of treatment, 

etc.). During the EMEP the head TB people of Sverdlovsk region and 

Ekaterinburg have trained in DOTS and evidence-based treatment of TI3 and 

realized the need of changes. Now in Ekaterinburg, Sverdlovsk region and 

the penitentiary system there are DOTS protocols. DOTS is provided by the 

doctors and the nurses of the phtysiopulmonology service. 

Due to the EMEP mostly all the doctors and nurses were trained in DOTS 

and evidence based cuniculum for the TB. Today all the penitentiary 

patients are coming from the GUIN system to the civilian care, but only 25% 

'W of them can complete the therapy. The numbers are 400-500 pts. per year 

(kom 2000 of discharged). 

Patient education materials developed and disseminated: the guide for the 

patients with TB 

Modern lab procedures for TB diagnosis and treatment documented and 

disseminated: The reference regional bacteriological laboratory has been 

created due to the EMEP. 

The effect of MDR (multi-drug resistant TB): 8-14% of MDR in the region. 

The second line drugs unfortunately are not available for every patient, but 

approximately 1-2% of the MDR patients receive the correct treatment. 
W 



In general, the Russian colleagues are very gateful to the EMEP as it was the 
%d' 

first to bring DOTS, epidemiological studies and an evidence-based curriculum 

to Sverdlovsk. EMEP also helped a great deal with the reference laboratory. 



THE URAL TB CONTROL PROGRAM 
Y.P. Chugaev, D.N. Golubev 

Introduction 
Development of this program is initiated by the Ural State Medical Academy and Sverdlovsk 
oblast TB dispensary in Ekaterinburg (Director - 0. Nechaeva) in collaboration with the Insti- 
tute for Health Policy Analysis, Washington, DC (Director - E.J. Burger, Public Health Direc- 
tor - H.I. Sloane). 

Designation 
Anti-'E3 measures effectiveness increasing by using modem internationally adopted methods of - 
diagnosis, treatment and prophylaxis. Also this program is intended to evaluate the possibility of 
implementing a new cost-effective approach for diagnosis, treatment and prophylaxis of tubercu- 
losis in the Urals. 

State of the problem 
Sverdlovsk oblast with 4,6 million people population is situated in the center of Russia on the 
Europe-Asia boundary between 57"d 630-latitudes North. It has sharp continental climatic 
conditions. The temtory is an industrial region with a developed set of motonvays and railroads. 
Most of the population lives in cities and workmen's settlements. Health senice institutions of 
municipal, regional and federal submission provide medical help in the region. Ekaterinburg is 

t& the capital of the Ural Federal Area (UFA) with 13 million people population. 

There are 2825 hospital beds and 56 anti-TB centers in Ekaterinburg and Sverdlovsk region. 
About 5000 medical workers, 418 physicians among them, work in this phthisiatric senice. Be- 
sides, there are 55 phthisiatricians working in penitentiary system of Sverdlovsk oblast. Bacteri- 
ology investigations for MBT are held in 17 laboratories. 

Specimens £?om about 85% of patients in the civilian population are tested in a few laboratories: 
Central TB dispensary of the city of Ekaterinburg, oblast TB dispensary, the Ural Regional TB 
Research Institute, the oblast TB hospital "Crystal", Nizhny Ta$l, Kamensk-Uralshy, and TB 
sanatoria in he city of Pervouralsk. The remaining workload north of the oblast is served by 
small laboratories in Krasnouralsk, Krasnoturinsk, Serov, Asbest, Irbit, and Berezovsky. Also 
there are 6 "seeding stations" (Kirivograd, Neviansk, Artemovsky, Polevskoy, Alopaevsk) col- 
lecting specimens for initial inoculation of the specimens into L-J medium, fonvarded to the 
oblast dispensary. The penitentiary system does not have TB laboratories, and the diagnosis is 
based primarily on x-ray examination and direct smear (Z-N stained) examination of the sputum. 

There is the Chair of Phthisiology in the Ural State Medical Academy ( U S U ) .  The Chair 
guides UFA anti-TB services personnel training; carries out general compulsory education in 
Phthisiology of all USMA students according to the 78-hour program; annually training of 150 
phthisiatricians according to 144-500 hour programs and teaching TB diasosis and prophylaxis 
problems for about 1000 general practitioners and pediatricians. 



Furthermore, the diagnosis, treatment and scientific research of TB are held at the Ural Regional 
W TB Research Institute with a 350-bed hospital and bacteriologic laboratory. 

However, the epidemiological indices on TB are still strained: in the year 2000,3182 new cases 
were diagnosed among the civilian population (69.1 per 100,000) and 1687 cases were reported 
among the prisoners, or a total of 4, 869 cases (105.8 per 100,000). The growing incidence 
among the civilian population is significantly related to the settlement of released TB prisoners 
within the oblast, and infection occurring kom contacts with these individuals. The penitentiary 
system (under the Ministry of Justice) holds about 42,000 prisoners, and there are about 4,000 of 
them who have tuberculosis, with approximate entry and exit of 1,000 annually. 

In the year 2001 the regional TB morbidity was 100/100 000 (88,21100 000 in Russia) and the 
TB mortality rate was 25 per 100 000 (19,9 per 100 000 in Russia). In all 70 000 TB patients no 
less than 10% of 50 000 convicts are with active forms of TB, especially in the penitentiary sys- 
tem. 

Thus, the number of TB patients in Sverdlovsk oblast is large. The system of anti-Ti3 measures 
includes both polyclinics (out-patients') and hospital services, educational and scientific research 
institutes. 

During several years the Ural State Medical Academy along with American College of Physi- 
cians (ACP) and the Institute for Health Policy Analyses (IHPA) are cooperating their efforts in 
the struggle against TB. We suppose, that the major and most important effect of cooperation 

W will be obtained by mutual exchange of information about TB control experience. 

On one hand the USA specialists may teach engaged in personnel training and TB control ar- 
rangement faculty here in the Urals or at National TB control centers and Universities in the 
USA (as it has been done in Denver). On the other hand Russian phthisiatricians may adopt their 
progressive methods and share the information about the organizational and clinical work es- 
perience in the condition of TB epidemic in large region of Russia. 

Main Puruose 
Improvement of the epidemiological situation concerning tuberculosis in Sverdlovsk oblast by 
means of the advanced TB control measures introduction. 

Tasks (Staces, Problems) 
Based on world achievements elaboration and introduction of practical measures complex 
aimed against TB epidemic in Sverdlovsk oblast. 

0 TB patients revealing system improvement concerning the common medical net, detec- 
tion of patients with drug resistance, implementing a new cost-effective approach for full 
and timely diagnosis of tuberculosis. 
Providing conditions for DOT and DOT-PLUS strategies using in tuberculosis treatment. 
Improvement of TB control in Sverdlovsk oblast penitentiary institutions. 
Joint research of problems concerning spreading of drug resistant forms of -BT. 



Arrangements 
I. Organization of the medical personnel REGIOXAL EDUCATIOXU, CEXI'ER 

for advanced methods of revealing, diagnosis, treatment and prophylaxis of tuber- 
culosis training. 

2. Development and implementing of TB control educational pro,gams for phthisiatri- 
cians, general practitioners, pediatricians, medical personnel and population. 

3. Adaptation and implementing of DOT and DOT-PLUS strategies clinical aspects in 
regional TB control service and penitentiary institutes. 

4. Modernization and re-organization of current TB laboratory senices. 
5. Epidemical state monitoring improvement by computer technologies 

using. 

Financial Support 
The Program is maintained by means of Federal, Regional and municipal budgets along with in- 
ternational sources (Bill Heitz h d ,  EMEP, USAID, etc.). 

tutions I tions 
Organization of the UFA Regional Educa- I Rector of the USMA Prof. I USM4 I - 

Participants and stages 

Stage 

2-5 Phthisiatricians, non-pulmonary TB 
specialists 
2-6 Phthisiatricians of the penitentiary sys- 
tem 
2-7 Medium medical personnel (nurses, 
laboratory workers, etc.) 
2-8 General practitioners 
2-9 Population 

tional Center for qualification improve- 
ment and advanced methods of revealing, 
diagnosis, treatment and prophylaxis of tu- 
berculosis training 

Prof. L.M. Greenberg ofthe citit 

Participants, personnel 

A.P. Yastrebov 

Prof. Y.P. Chugaev 

Prof. D.N. Golubev I 

Educational and popular literature 
publishing 

Sverdlovsk USA in- 
oblast insti- stitu- 

Educational programs supply for: 1 Prof. Y.P. Chugaev U S I U  ACP 
2-1 Faculty 
2-2 Phthisiatricians Prof. D.N. Golubev Central TB ' MPA 
2-3 Phthisiatricians-bacteriologists dispensary 

Capt. A.A. Kozahrnetova Oblast TB 
dispensary 

of Ekaterin- I 
Prof. S.N. Skomyakov burg I 

I 

1 
i 
1 

U S U  MPA 



4-2 Training at educational structures of the 
UFA 

DOT and DOT-PLUS strategies of chemo- 
therapy and chemoprophylaxis technologies 
studying including patients with associa- 
tions of TB and AIDS, TB and HIV, and 
patients with multiple drug resistant MBT 
forms: 

Modem and advanced TB laboratory tech- 
nologies training at the specialized labora- 
tories in USA: 
5-1 Faculty 
5-2 Microbiologists 
5-3 Laboratory personnel (assistants) 

Physicians, chairpersons of 
TB institutions, phthisiatri- 
cians including the UTA 
penitentiary system doctors 

monitoring with computer (digital) pro- 
1 gams using 

4-1 Training at National TB control centers 
and Universities in the USA 

. Joint research of problems concerning: 
7-1 Adaptation and effectiveness of DOT 

i and DOT-PLUS strategies 
7-2 Treatment of patients with drug resis- 
tant forms of MBT, especially in from peni- 
tentiarv svstem 

u s m  

City and 
oblast TB 

dispensaries 

ACP 

IHPA 

Microbiologists, chairper- USMA IHF'A 
sons of the regional bacterio- 
logical service City and 

oblast TB 1 
dispensaries 1 

Chairpersons of phthisiology USh4A IHPA 
senice, epidemiologists, I 

faculty, medical statistics 
specialists 
Prof. Y.P. Chugaev USMA MPA 

Prof. D.N. Golubev Ural Re- National 
gional TB Jewish 

Prof. S.N. Skomyakov Research Medical 
Institute andRe- 

I I 
< - 

7-3 Spreading of drug resistant forms of 
MBT in the UFA 

search 
Center, 
Denver 



MONITORlNG & EVALUATION 
kd 

KHABAROVSK 

Diabetes: 

Lectures to more than 500 physicians 

EMEP written material is included in postgraduate training 

0 EMEP evidence-based material distributed to 2,350 diabetes doctors, residents, students 

EMEP patient education material disseminated to 3,300 diabetes patients 

Dramatic decrease in number of cases of ketoacidosis (no mortality this 

Dramatic decrease in hospitalized patients 

0 Dramatic decrease in diabetic foot problems 



Khabarovsk Diabetes Registry 

( 1999 1 2000 1 2001 12002 
Total # of registered diabetics 1 6,940 / 6,836 1 7,211 1 7700 



MORTTORING & EVALUATION 
k d  

W A N  

Diabetes: 

Registry developed with assistance and support kom EMEP including 18,395 adults and 196 
children. Cohorts of patients now followed quarterly, including 216 adults and 166 children. 

Evidence-based EMEP cuniculum with teaching materials and lectures, seminars, and 
workshops for diabetes doctors (estimated contact with 90% of diabetes doctors) 

Dramatic increase in diabetes control, use of glucose monitoring devices and near 100% 
attendance at diabetes schools 

Dramatic decrease in both ketoacidosis and hypoglycemic coma; none in the past year 

Model for diabetes management and control developed, with assistance from EhEP 



Summary Report 
Results of Long-Term Management of Diabetic Patients in the Ci@ of Kazan 

(in the Frametvork of the Eurasian Medical Education Program) 

18395 adult patients with DM are registered in the city of Kazan by 01.01.2003, including 1177 
patients with type 1 DM and 17218 -with type 2 DM. The incidence of DM type 1 is 0,7 per 10 
000 adult population, the prevalence is - 13,7 per 10 000 adult population. The incidence of DM 
type 2 is 17,6 per 10 000 adult population, the prevalence is -199,7 per 10 000 adult population. 
There is a definite increase in the incidence and prevalence of DM type 2 in the city of Kazan. 
Incidence and prevalence of type 1 DM are stable for the past 3-5 years. 

196 patients with Diabetes mellitus type 1 under 18 years of age are registered in the city of 
Kazan by 01.01.2003 and 3 patients with type 2 Diabetes. The incidence of Diabetes mellitus is 
1,27 per 10 000 children (under 18years of age): in 2001 - the incidence was 0,85, in 2000 -the 
incidence was 0,9 per 10 000 children. The prevalence of DM is 6,9 per 10 000 children: in 
2001r. - 8,5, in 2000r. - 7,2. 

The age distribution, duration of the disease, percentage of overweight patients, patients 
compliant with prescribed diet and medications, acute and chronic complications of DM over the 
3 years of management and research (in 6 stages of data collection) with demographic and 
laboratory data are presented in tables and graphs (see attached files). 

b' The positive changes for the 3 year period of observation and management (01.07.2000r. - 
01 .O6.2OO3r.): 

The number of children and adults with active self-control has increased: 81% -s 100% 
(total numbers); regular self-control in adults also increased 33% + 62%. 
The number of patients with self-control with the help of individual glucometers has 
increased: 54% -. 96% in children and 12% -, 45% in adults. 
The number of adults with DM compliant with diet has increased: 
39% 52%. 
The coverage of children 'uld adults with DM by laboratory monitoring (HbAlc, 
microalbuminuria, albuminlcreatinine level etc) has increased due to the increase in 
patients' (parents') motivatio~~ and compliance. 
All the patients have been switched fiom animal insulins on to the human insulins, the 
number of patients injecting their insulins 111th the halp of pen0-fills has increased. 
The decrease in the numbers of acute DM complications (Icetoacidic and hypoglycemic 
comas, fiom 1% to 0%) and chronic complications (micro\~ascular complications) - 
diabetic nephropathy: initial increase in children provin,o better diagnosis nith the 
subsequent decrease demonstrating improvement in the management and compliance. 
The prevalence of late chronic com~lications of DM in adults has increased due to the 
improvement of diagnostics and involvement of physicians of other sub-specialties in the 
dia.aostic process - the result of continuous nedical education of the physicians in the . . 

fiameworkbf EMEP on the basis of the latest achievements of EBM. 
Since 2000 the computerized registry of DM patients has been created and is functioning. 



During the years of the EMEP management study (2000-2003) the follon-ing activities 
QW+ were implemented on the basis of the evidence-based medicine approach: 

o EBM-teaching of physicians: EMEP run conferences, workshops and seminars, 
EMEP-initiated teaching courses at the Kazan State Medical Academy with 
provision of EBM-based teaching materials, results of systematic reviews and 
latest clinical trials as well as visuals and hand-outs. 

o Complex free-of-charge examination of DM patients at the Endocrinolog Center 
by endocrinologists and physicians of other sub-specialties with thorough 
laboratory testing. 

o Furthering observation and follow-up of patients and coordination of activities of 
out- and in- patient services with the resultant improvement in quality of life in 
diabetic patients. 

o The succession of continuity of care has been ensured between children and adult 
care s e ~ c e s :  individualized approach to the move into the adult system on the 
basis of peculiarities of physical and psychological development of a child. 

o The system of patient schools has been established and improved during the 
years, ensuring self-control of DM with the major involvement of nurses and 
laboratory technicians in the patient-teaching process - EBM-approach 
implemented. 

o The system of computerized registry of DM patients has been evolved and is 
being constantly maintained. This enables quarterly analysis of the results of the 
patient management and follow-up. 

o New EBM approaches to patient and community education have been 
implemented with the help of mass media and patient and community hand-out 
materials - dissemination of material on risk factors, diet and life-style 
requirements, compliance with life-style and diet, compliance with medications 
and follow-up visits. 

As a result of all the above described activities in 2001 the municipal program on perfection of 
diabetes mellitus management in the city of Kazan has been approved. Plans for the future: 
furthering equipment of the endocrinology center with modem diagnostic machinew 
organization of specialized offices ('Biabetic foot", etc), further improvement of the patient- 
education system and continuous education of physicians - endocrinologists and other specialties 
in diabetology problems. 



166 People Under 18 Registered in Kazan Endocrinology Dispenser 
164 with Diabets I Type and 2 with Diabetes II Type 

b d  DataBase: Kids (166) 

Has been moved to adults 

Insulin-Dependent Diabetes (156) Period: 01 .O1 .2003 - 06.01.2003 
l ~ e x  Male: 80 Female: 86 

Age (years): <4: 7 5-9: 22 10-14: 75 15-18: 62 
Duration of  disease <4: 91 5-9: 50 10-16: 25 
Body mass index: 48.5: 106 18.5-24.9: 54 25-30 : 6 >30:0 
Diet: Yes: 91 No: 13 Not regular: 62 
Self-control: Reaular:80 E~isodic:86 None: 0 

Has moved to another city 

New patients in Kazan 
Endocrinology Dispancer 

(age< 19)  
Total on 06.01.2003 

l~ lucometer  Yes: 156 No: 10 I 

0 

10 
166 

Diabetic school: Yes: 166 No: 0 
Inheritance: Yes: 8 No: 158 

Obtained hospital treatment: 61 
Average time spent in hospital: 15,3 days 

Average insulin dose per day : 36.9 

I Insulin therapy, based on human insulin: 166 
Receive insulin in cartridges: 166 
Receive insulin in vials: 6 
Amount of injections per day: 3: 2 4: 1 

1: 37 
4: 4 

Complications amount per 
~atient 

5: 163 6: 0 
2: 17 
5: 2 

0: 94 
3: 12 



Lethality: 0 
* Laboratory examination wasn't made for the reasons, 
not dependent on doctor's recornendation 



Under 18 with Insulin-Dependent Diabetes and Insulin-lndepen P- m. 



..- 
No nood in such obsorvotionl 

NO data' 
I aboralory oxn~iiinalion wasn'l niado lor llio roasons, no1 doi)ondcnl on doclor's rocomondallon 



Register of the Patients Under 18 with Diabetes 
(all kids and teenagers of the city of Kazan) 



Register of the Patients Under 18 with Insulin-Dependent Diabetes and insulin-Independent Diabetes 

11 point 111 point )Ill point IIV point IV point 
Came from previous point: 0 1 1431 1561 1671 154 

lWas added to create I I I I I I 
representative selection 
New patients in Kazan 
endocrinology Dispancer 
(age49) 
Moved from kids database 
( a w l  9) 
Moved out 
died ~. - 

Total ~. at point ~ ~ 



DataBase: Adults (216) New patient:O 
Insulin-Dependent Diabetes (172) Period: 01.01.2003 - 06.01.2003 
sex Male: 76 Female: 96 

Age (years): 18-29: 84 30-39: 24 40-49: 32 50-59124 60-69:6 
>70:2 

Duration of '5: 30 6-10: 58 1 1-20: 55 21-30: 19 
disease 31-40: 10 >40:0 
Body mass index: 48.5: 10 18.5-24.9: 131 25-30: 25 >30:5 
Diet: Yes: 90 No: 12 Not regular: 70 
Self-control: Regular:43 Episodic:64 None: 65 
Glucometer Yes: 77 No: 96 
Diabetic school: Yes: 172 No: 0 
Inheritance: Yes: 5 No: 167 

Obtained hospital treatment: 57 
Average time spent in hospital: 17 days 

Average insulin dose per day : 49,54 
Insulin therapy, based on human insulin: 172 
Receive insulin in cartridges: 160 
Receive insulin in vials: 12 



I Complications I 
New Total 

ypoglycemic coma 
'41Diabetic  coma 1 01 0 

01 0 
. . 

development 
Hairopathy 
Diabetic cataract 
Diabetic retinopathy 
Diabetic nephropathy 
Diabetic sensory neuropathy 
Autonomous neuropathy 

old up in physical 
0 
4 
4 
0 
0 
5 
5 1 16 

- .  - 
limbs 
Diabetic foot 
Stenocardia 
Myocardial infarction 
Cerebral circularity 

Lethality I 

I 
0 
27 
33 

145 
81 

129 

Macroangiopatv of lower I 

disturbance 

Laboratofy examination wasn't made for the reasons, not dependent on doctor's recornendation 

7 
0 
2 
0 

0 1 1 

19 
9 
7 
0 

Arterial hypertension 141 58 



Register of Patients with insulin-Dependent Diabetes 
(adults, representative selection) 

1 stage 122 people II slage 154 people Ill slage 149 people lV stage 165 people V stage 173 peopl Vl stage 172 people 
07.01.2000-12.31.2000 I 01.01.2001-06.30.2001 ~07.01.2001-12.31.2001 ~01.01.2002-30.04.2002~05.01.02~12.31.02 !01.01.2003- I 

2. Dlel 







Register of patients with insulin-dependent Diabetes(adults, representative selection) 
Changings in database: 

~ - 

Came from previous point: -- 
Was added to create 

I 
l point 

0 

representative selection 

(age>19) 
Moved out 
Died 
Total at point 

1221 32 1 0 1  0 1 0 

II point 
122 

Moved from kids database I I I I I 
0 
0 
0 

122 

Ill point 
154 

0 
0 
0 

154 

IV point 
149 

0 
5 

149 

V point 
165 

23 
4 
3 

165 

13 
1 
4 

173 



tcls' Insulin-independent Diabetes (44) Period: 01.01.2003 - 06.01.2003 
Sex Male: 15 Female: 29 
Age (years): 18-29: 0 30-39: 1 40-49: 6 50-59115 60-69:17 

>7n5 . 
Duration of <5: 2 6-10: 11 1 1-20: 20 21-30: 10 
disease 31-40: 1 >40:0 
Body mass index: 48.5: 0 18.5-24.9: 9 25-30: 16 >30:19 
Diet: Yes: 22 No: 5 Not regular: 17 
Self-control: Regular:9 Episodic:6 None: 29 
Glucometer Yes: 8 No: 36 
Diabetic school: Yes: 44 No: 0 
Inheritance: Yes: 3 No: 41 
Obtained hospital treatment: ' 15 
Average time spent in hospital: 17.3 days 
Complications amount 



Lethality 1 Chronic cardiac insufficiency 
Laboratory examination wasn't made for the reasons, not dependent on doctor's recornendation 

Therapy: 
Insulin therapy, based on human insulin: 43 Average insulin dose: 37,4 
Insulin monotherapy: 31 
Insulin + glibenclamidelgliclazide: 9 
Insulin + glibenclarnidelgliclazide + metformin: 3 
Cart. : 35 Vials: 8 Mixed: 0 
Injectionslday: 1 :0 2: 6 3: 2 4: 11 5: 24 
glibenclarnide + metformin: 1 



(adults, representative selection) 





Register of the patients with Diabetes II type 
(adults, representative selection) 



Register of the Patients with Diabetes I I  Type (Adults, Representative Selection) 



@3.Bbhetic retinopathy 

W4.IhtAic cataract 

06.Diabetic sensory 
neuropattqr 

m7Diabetic autonomous 

E8DiaMi~ foot 
synd- 

B 9 . W t p  in physical 
-and semal development 

E3 t0.Hairopathy 





n 6.Diabe4ic sensory 
WY 
7Bi&Etic autOnrxnous 
-Y 
E ~ i o p a t h y  of 

B 9.- foot syndrome 

n 10.Hokl up in physical 

r Myocardial infarction 



11Mpadial infarction 





lhnztim &hedisease in piztbts mer UXp-m of age with Diabetes 



Table. The results of evaluation by the audience of the course of lectures by the EMEP visiting professors ~ v e n  at: 
(absolutelpercentage, n= ) 

Statement 
Fully .4gee Xeutral Disagee Fully 
agree disagree 

The lecturer was well prepared 

I I I I I 

The lecturer communicated his subject well 

I I I I 

The lecturer stimulated interest in the topic 

The lecturer clearly interpreted abstract ideas and 
theories 
The lecturer demonsirated a favorable attitude I 

toward the audience 1 1 I 

The lecturer encouraged the audience to think for 
themselves 
The lecturer presented material in an organized I I m m e r  ! 

8. 1 The lecturer appears to be an enthusiastic teacher I 
i 

I I 
9. 1 The lecturer used clear lllnsirations to clan& the 

I I 

11. 1 The lecturer stimulated me to want to learn more 1 

1 material 
10. The lecturer tried to cover too much material 

12. 

13. 

14. 

The lecture was geared to an appropnate level 

The lecturer made good use of audiovisuals 

The general quality of the lecture was excellent 



I I I I I , 
1. I The lecturer was well prepared 1 48/59 / 22/40 1 iil i 0 i o 
2. 1 Tne Iccturer communicated his subject well 1 54!67 1 26.52 1 U1 i 0 I 9 
3. 1 The lecturer stimulated inter& in the topic / 43/55 3 4 5  1 i j i  1 1.7 1 0 
4. / The lecturer clearly interpreted zbskact ideas and / 2W25 51/63 / 10112 1 O ; 0 

! theories 1 
5. I The l e c t~~e r  demous;iaied z favorable attitude 48/59 30157 1 3!4 0 0 

I towzd the audimce 
6.  1 The lecturer exouraged the audience to think for : 23/28 : 42/52 19!9 1:'i 0 

/ themselves I i 
presented material ii an orzznized / 46157 ( 31/33 4!5 0 Cl 

10. 1 The lecturer iried to cover too much nataia! 1 4 5  I 10/:2. , jlijs 3341 3 4  
11. Thelecturer stimulatedmeto want to learnmore i 1316 / 581163 16/20 31 0 
12. ; The iectuze was geared to zn appropriate level 1 1923 1 56nO I 6!7 0 0 
13. 1 The lectlne made good useof audiovisuals 35/46 1 38/47 I 3 6  i,'i 0 
14. ! The senera! qualiv oithe lecture was excellent I 3645 I 41/50 / 4.5 0 0 

w 



Table. The results of evaluation by the audience of the course of lectures by the EMEP visik: professors g\-en ai the 
Republican conference d'revention of Chronic diseases as the major public health problem (cardiolog?.. 
rheumatology, pharmacolog?. H managerial aspects),, 21-22 April 2003. 
(absolute/percentage, n=4@ 

NN Statement Fully Neutral I Fully 
agree Agee Disasee disa-gee 

The lecturer was well prepared 
- 

28/61 I 18/39 1 Z 1 0  1 0  
2. The lecturer communicated his subject well 29/63 ( 16!35 ( 112 1 0  1 0  
3. The lecturer stimulated interest in the topic 24/52 1 21/46 1 112 1 0  1 0  

1 4. 1 The lecturer clearly interpreted abstract ideas and 1 16135 1 25/54 1 5110,S I 0 l o l  
I - 

5. The lecturer demonstrated a favorable attitude 
toward the audience 

6. The lecturer encouraged the audience to think for 7/15 32/70 7/15 0:O 
themselves 

7. / The lecturer presented material m an organized 26/46 17/37 3J6,5 0 l o  
i manner I 

8. I The lecturer appears to be an enthusiastic teacher 19/41 1 22/48 / 5/10,8 112 0 
9. ! The lecturer used clear illustrations to clarify the 22/48 ( 20143 / 4/8,7 1 0 0 

On the 21" April 220 participants registered 
On the 22d April 121 participants repistered 

l material I I 
10. The lecturer tried to cover too much material 1 4/8,7 1 6/13 I 26156 
11. The lecturer stimulated me to want to learn more I 5/10,8 1 32!70 ' 9/19 
12. i The lecture was geared to an appropriate level 1 10121~ 1 29/63 i 6/13 

8/17 j U4 
0/0 / 0 
% 1 0  

13. 1 The lecturer made good use of audiovisuals 1 23/50 / 21/46 / 214 O!O 1 0  
14. / The general quality of the lecture was excellent 25/54 1 17/37 / 4/8,7 0 1 0  

ki@ 



ACKNOWLEDGEMENTS & COMMENTS 

Participation in the Eurasian Medical Education Program (EMEP) has been a rexiding lu' 
experience for all concerned; there is a palpable impression that Russian patients are benefiting 
fiom the medical information and knowledge transmitted to their physicians. The spirit of 
volunteerism and the desire to impart one's own professional experience to others are strong 
motixlating factors. Much credit to the American College of Physicians (ACP), the largest 
medical professional organization in the United States with more than 100,000 physician 
members, is due. 

The concept of partnership with the ACP and the Institute for Health Policy Analysis (IHPA) -a  
501 (c)(3) organization - was developed by its director, Dr. Edward Burger, and me (former 
ACP regent) in 1997. Dr. Burger made the first t i p  and made arrangements for collaboration 
with academic institutions in Kazan, Ekaterinburg, and Khabarovsk, and recruited coordinators 
to serve as the in-country organizers of the continuing medical education ( C m )  programs. This 
partnership has continued to the present. 

Dr. Alexei Sirotin - and now Dr. Maria Syrochkina - have s e n d  in Ekaterinburg, Dr. Lilia 
Ziganshina in Kazan, and Anatoli Fornine, MBA, in Khabarovsk. Each has been superb and has 
enabled EMEP to maintain close working relationships with academic, governmental and clinical 
leadership in each location. The respect by their colleagues has been a major factor in EhEP 
success. 

Our EMEP colleagues in Washington have likewise been essential. Ms. Roberta With, M4S, an 
experienced international program and organizational participant, has been outstanding in 
financial administration, program organization and administrative management experience. Dr. 
Harvey Sloane, former commissioner of health for the District of Columbia, has been primarily 
responsible for EMEP tuberculosis activities; he has visited TB wards in prisons in a11 three 
locations, one of few American physicians to have done so. Ms. Elizabeth Evanoff has been an 
able administrative assistant, coordinating each mp, visas, accommodations and financial details; 
she also has served as support for Ms. Wixth. 

Our ACP colleagues have been both supportive and advisory. Dr. Joseph E. Johnson III, 
formerly dean of the University of Michigan, has been EMEP liaison with the ACP as well as 
served as visiting professor of infectious diseases. Dr. Walter McDonald and Dr. John Tooker, 
CEO of the ACP, have been highly supportive. Ms. Eve Swiacki, administrator of the 
International Subcommittee of the ACP, to which E-MEP reports, has greatly facilitated this 
interaction. Dr. Sara Walker, president of the ACP in 2002-2003, s e n d  as visiting professor for 
EMEP during her presidency and was instrumental in advising regarding women's health issues. 
Dr. John Noble was an early participant in EMEP and was of assistance in establishing EMEP 
relations in TB. 

Visiting professors who made multiple visits were the core of the CME programs. Dr. Henry 
Greenberg, FACP, Columbia University, served as cardiovascular consultant for EMEP and was 
instrumental in developing progams in Ekaterinburg and Kazan. Dr. Bruce Lloyd, FACP, 
Georgetown University, served as cardiovascular professor/advisor in Khabarovsk and Tula 

v (latter 1999-2001). Dr. Gerald Bernstein, FACP, and Dr. Frank Vinicor, FACP, each a former 
president of the American Diabetes Association, developed the core information for the diabetes 
program. Dr. Michael Iseman, FACP, University of Colorado, was essential in the tuberculosis 
(TB) programs and teams of Russian physicians visited him in Denver on three occasions. 
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EMEP could not have fiinctioned without the wholehearted support by our Russian colleagues. 
In each location, EMEP has been fully integrated into the formal CME programs of the academic 
institution responsible for the mandatory CME programs in the Russian Federation. 

The rectors of the academic centers in each location gave their full support - Professor 
Yasterbov in Ekaterinburg (the Urals State Medical Academy), Professor Mikhailov in Kazan 
O(azan State Medical Academy) and Professor K o p t  in Khabarovsk (Far Eastern Medical 
University). 

In the Republic of Tartarstan, there was additional support &om Deputy Prime Minister 
Burnashov, Minister of Health Kamil Sh. Zyatdinov, and Deputy Minister Galiullin. 

As medical (program) director, I worked directly with those responsible for CAE pro-ms; 
planning for each program was done collaboratively. In Ekaterinburg, Dr. Yuri Chugaev was 
vice-rector of CME as well as director of tuberculosis educational programs. In Kazan, Vice- 
Rectors Tsibulkin and Nizamov were instrumental in program development, implementation and 
evaluation. In the Far East, Professor Kogut had a specific interest in family medicine, from 
which programs and data collection emanated. Dr. Charles Christianson, University of North 
Dakota, has served as EMEP advisor in family medicine. For purposes of data collection, Dr. 
Zyangirova in Kazan developed a diabetes program with EMEP assistance that can serve as a 
model. Professor Galyavich served as supervisor to the cardiovascular data collection in Kazan; 
Dr. Arkhipov served a similar role in Ekaterinburg. In all of these activities, the professional 
relationships developed by EMEP and ACP with Russian colleagues enabled the success of the 

w programs themselves, their organization and data collection. 

The original concept of EMEP was to address diseases that are serious, often fatal, require 
enormous resources, and are best served by chronic disease management, primary and secondary 
prevention, lifestyle modification, and "low tech" management. The emphasis has been on 
outpatient care, and involvement by primary care physicians and others in the health care system. 
The diseases addressed by EMEP cause approximately 60% of all deaths (at all ages, ftom all 
causes) in the Russian Federation and are largely responsible for the decrease in population and 
male longevity over the past several years. 

The vehicle of CME is only the begnning of EMEP activity in Russia: involvement in 
polyclinics and data collection followed. Expression of programs, including women's health, 
public health, prevention programs and public education have been results of EMEI-initiated 
contact and relationships developed. 

Richard G. Farmer, MD, -L4CP 
Medical Director, EhIIEP 
July 2003 



Strategic Objective: Management of conditions that are the leading causes of death and disability in Russia is improved. 
Intermediate Result: 
SO Indicator la: # cases of diabetic patients with diabetic foot in two selected sites, % of diabetic patients with diabetic 
foot in third site. 

DESCRIPTION . . 

Prec~se Definition: The incidence of diabet~c foot that occurs in the cohort of diabetic oatients followed bv the Droied 
Diabetic foot is a complication of diabetes manifested by an infection in the feet that wuld lead to gangene and &ible 
amputation. It is a leading cause of disability and death among patients with uncontrolled diabetes. Succeaful phyriaan 
management of diabetes should result in minimal cases of diabetic foot. 
Unit of Measure: Diabetic patients with diabetic foot in two selected sites. I n  the third site the number of patients with 
diabetic foot is divided by the total number of diabetic patients in the cohort. There is a predetermined mhort of patients 
registered for treatment at the Diabetes Center. The unit will be those diabetic patients who have symptoms of diabetic 
foot. 
Disaqsregated by: ... 

Justification/Management Utility: Diabetes impairs nerve function and blood flow to the feet, increasing the risk of 

collaboration between EMEP and local dussian Acidemic professors. 
. 

Method of Aquisition by USAID: EMEP reports data to USAID as required. 
Data Source(s): The Diabetes Center maintains the data for its patients. 
Timing/Frequency of Data Acquisition: Data is collected on each patient during mandatory quarterly visits to the Center. 
Estimated Cost of Data Aquisition: Data on control of blood sugar and complications of diabetes are routinely recorded in 
the patient's medical record. Subsequently, the data is transferred to a data collection form that lists the entire cohort of 
patients followed in this project. 
Respons~ble Indiv~dual(s) at USAID: Data is reported to Elena Gurvich, USAID/Mowow 

. . . . .  
. .- . . . . .  . - PLAN m3 DATA A~LYSIS, RMEW, REPOR~ING 

Data Analysis: Data is analyzed by at least three physicians: 1) the EMEP partner, a Russian academic profenor, 2 )  an 
EMEP US Board Certified phys~cian specializ:ng in diabetes and 3) a US Board Cerbfied specialist in internal mediane. 
Presentation of Data: 
Review of Data: Data is reviewed quarterly upon submission by Diabetes Center to EMEP. 
Reportmg of Data: The Diabetes Center reports quarterly to EMEP 

. . .  . . . . 
DATA  QUA^ ISSUES . . . . . . . . 

Date of Initial Data Quality Assessment: 
Known Data limitations and Significance (if any): The data relates to the cohort of patients followed by the study and is 
representative of the results of the CME training of physicians. It does not measure all patients that are benefiting fmm 
the physician training. 
Actions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benefiting from the study. A 
cohort study is a valid protocol. 
Date of Future Data Quality Assessments: Data is reviewed semi-annually by EMEP physician. 
Procedures for Future Data Quality Assessments: The chief of the Diabetes Center and a person responsible for data 
collection in the clinic are trained by EMEP and Russian academics in the data collection methodology fw the project. 
Thereailer, the chief of the Diabetes Center supervises the penon who has been trained in data collection and conducks 
the first level of revlew of the data. 

OTHER NOTES 

(e.g., on baselrnes and targets; key to performance data table; locabon of data storage; etc.) 
Note on Baselmesflarqets. Baselme data was collected before the EMEP Drwram was ~m~lemented. . - . - 
Key to data table: Site 1: Ekaterinburg, Site 2: ..... Kharbarovsk, S~te 3: Kazan =- . -  -- . . 

THIS SHEET ~nsr  UPDATED ON: 12/17/02 
- ---- 



Strategic Objective: Management of conditions that are the leading causes of death and disability in Russia 1s impmved. 
Intermediate Result: .................. 

SO Indicator lb: # cases of diabetic patients with ketoacidosis requiring hospitalization in two selected sites. 
. . . . . . .  DESCW'ITON 

. . 

Precise Definition: The incidence of ketoacidosis that occurs in the cohort of diabetic patients followed by the project. 
Ketoacidosis is a complication of diabetes, which can lead to a loss of consciousness. 
Unit of Measure: Diabetic patients with ketoacidosis requiring hospitalization in selected sites. There is a predetermined 
cohort of patients registered for treatment at the Diabetes Center. The unit will be those diabetic patients who have 
symptoms of uncontrolled blood sugar levels resulting in inpatient treatment. 
Disaggregated by: 
lustification/Management Utility: Diabetes occurs when the pancreas stops producing insulin or does not produce enough 
insulin to absorb glucose in the blood. When diabetes is not controlled, glucose builds up in the blood and the body geis 
its energy from fat. This leads to a dangerous condition known as ketoacidosis, which can cause a diabetic coma. 
Ketoacidosis is the leadina cause of death and disabilitv amona oatients with uncontrolled diabetes. Sumesful ~~ ~ - - .  
management of diabetic cases should lead to minimal incidences of ketoacidosis requiring hospitalization. 

. . .  . , .. . . . .  . . . . 
. . PLAN FOR DATA ACQUIS~ON BY USAID . . 

Data Coll&on Method: Data on each patient registered at the Diabetes Center is collected on a form designed through a 
collaboration between EMEP and local dussian Academic professors. 
Method of Acquisition by USAID: EMEP reports data to USAID as required. 
Data Source(s): The Diabetes Center maintains the data for its patients. 
TimingJFrequency of Data Acquisition: Data is collected on each patient during mandatory quarterly visits to the Center. 
Estimated Cost of Data Acquisition: Data on control of b l d  sugar and complications of diabetes are routinely recorded in 
the patient's medical record. Subsequently, the data is transferred to a data collection form that lists the entire cohort of 
~atients followed in this oroiect. 

Data Analwk: Data is analvzed bv at least three ohvsicians: 1) the EMEP oartner. a Russian academic orofenor. 2 )  an --.- . . 

EMEP l 
,-.-. --.- ~. -, .. 

JS Board Certified physician specializing in diabetes and'3) a US ~oard  certified spedalist in internal rnedibni. 
Presentation of Data: 
Review of Data: Data is reviewed quarterly upon submission by Diabetes Center to EMEP. 
Reporting of Data: The Diabetes Center reports quarterly to EMEP 

. . .  
.% : . . . . . . . . .  . . . .  . .. . . .  . . . - 

. . . . . . . . .  . . .  1' DATA Q U A W  ISSUES-' . . ... . . . . .  . . .  

Date of Initial Data Oualitv Assessment: Data is reviewed auarterlv. EMEP Dhysiclan mwts with data collector to review - .  
data aualitv semiannually. . . 
Known Data Limitations and S~gnificance (if any): The data relates to the cohort of patients follo~ved by the study and is 
representative of the results of the CME mining of physiuans. I t  does not measure all patients that are benefting f ~ o m  

the physician mining. 

Actions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benemng from the study. A 
cohort study is a valid scientific protocol. 

Date of Future Data Quality Assessments: Data is reviewed quarterfy. 
Procedures for Future Data Quality Assessments: The chief of the Diabetes Center and a person responsible for data 
collection in the clinic are trained by EMEP and Russian academia in the data collection methodology for the pmject 
ThereaRer, the chief of the Diabetes Center supervises the person who has been trained in data collection and conduds 
the first level of review of the data. 

' OTHERNOTES 
(e.g.,. on baselinis and targets; key to data table; location of data storage; etc.) - 

Note on Baselinesnaraets: Baseline data was collected before the EMEP program was implemented. . - . . i 
Key to data table: Site 1: Ekaterinburg, Site 2: Kharbarovsk 
Data Storage: - -. -- 

. . 
' - T H ~ S  SHEET MUPDATED ON: 12/17/02 

--.- .. 



Strategic Objective: Management of conditions that are the leading causes of death and disability in Rum-a is improved. 
Intermediate Result: 

-- 

SO lndtwtor 2: % hypertenston pabents wth controlled blood pressure (below 140190). 

DESCRIPTION 

Precise Definition: Blood pressure over 140190 is considered elevated. Patients with blood pressure below 190190 are 
controlling their blood pressure. 
Unit of Measure: The percentage of hypertension patients in three selected sites who have controlled blood pressure. The 
number of patients with cardiac disease who have controlled blood pressure is divided by the total number of cardiac 
patients in the cohort. There is a predetermined cohort of patients registered for treatment at  the selected polydinia. 
Disaggregated by: 
lustification/Management Utility. High blood pressure is symptom of coronary artery disease, a leading cause of d i s b i l i  
and death in the Russian Federation. Successful physician management of elevated blood pressure should r w R  in 
minimal cases of complications from hy~ertension. Increasing the Dercentaqe of hy~ertension wtients with controlled 

Data Collection Method: Data on each hypertension patient is collected on a form designed through a collaboration 
between EMEP and local Russian Academic professors. 
Method of Acquisition by USAID: EMEP reports data to USAID as required. 
Data Source(s): The polyclinics maintain the data for their patients. 
Timing/Frequency of Data Acquisition: Data is collected on each patient during physician visits. 
Estimated Cost of Data Acquisition: Blood pressure is routinely recorded in the patient's medical record. Subsequently, the 
data is transferred to a data collection form that lists the entire cohort of patients followed in this ~roiect. 

Data Analvsis: Data is analvzed bv at least three ohvsicians: 1) the EMEP nartner. a Russian academic oroferror. 21 an 
~~~~~~ . -, 

EMEP US Board Certified ph;sician specializing in &diology a& 3) a US &rd &rtified specialist in internal medicine. 
Presentation of Data: 
Review of Data: Data is reviewed quarterly uDon submission to EMEP. . . 
Rep3&ng of Data: The partner ~nstitutions report quarterly to EMEP . . : . .. . . .  ... . .  . . . 

. . . . .  .. . .  , ' DATA QUAUTY ~SSL~ES . . 

Date of Initial Data Quality Assessment: 
Known Data Limitations and Significance (if any): The data relates to the cohort of patients followed by the Sudy and is 
representative of the results of the CME training of physicians. It does not measure all patients that are benefiting fmm 
the physician's new continuing education curriculum. 
Actions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benefiting fmm the study. A 
cohort study is a valid protocol. 
Date of Future Data Quality Assessments: Data is reviewed by EMEP physician semi-annually. 
Procedures for Future Data Quality Assessments: The chief of the polyclinic and a person responsible for data collection in 
the clinic are trained by EMEP and Russian academia in the data collection methodology for the project. Thereafter, the 
chief of the polyclinic supervises the person who has been trained in data collection and conducts the first level of review 
nf the daia - . - . - - - -. 

. . , . .  . . . . 
' . . OTHERNOTES . 

, ... . .  

-- ' (e.g.; on baselines i r id targets; key to performance data table; location of data storage; etc.) 
Note on Baselinesnargets: Baseline data was colleded before the EMEP program was implemented. 
Key to data table: Site 1: Ekaterinburg, Site 2: Khabarovsk, Site 3: Kazan 
Storage of Data: Primary data from the medical records is stored at  the polyclinic. Aggregated data is stored at the 
academic center and reported to EMEP. 



I Intermediate Result: 
SO Indicator 3: # of patients completing continuous TB treatment, i.e. the DOTS protocol, in one oblast 

. . DESCRIPTION 

I Precise Definition: # of Datients who com~leted continuous TB treatment (DOTS) 

I Unit of Measure: Those who fully completed treatment, without interruption 
Disaaareaated bv: Patients in citv. oblast. ~risons 

Method of Acquisition by USAID: EMEP and Russian TB specialists 
Data Source(s): City, oblast and prison data, coordinated by EMEP 
Timing/Frequency of Data Acquisition: Annually, as part of official regisby 
Esb'mated Cost of Data Acquisition: Included in EMEP 
Responsible Individual(s) at USAID: Data is reported to Elena Guwich, USAJDIMoxow 

. . . . . . . .  . . . . . .  . . . . . . .  . PLAN FOR'DATAANALYSIS; R M . ~ ,  REPORTING 

Data Analysis: Comparison of previous experience before EMEPIDOTS protocols 
Presentation of Data: Based on collaboration among city, oblast, and prison TB spedalists 
Review of Data: By Russian academic and clinical physicians, EMEP and US TB spedalists 
Reporting of Data: Reported as result of EMEP activities 

b' ' 

. . . . DATA QUALITY ISSUES 
Date of In~tlal Data Q~allty Assessment: Baseline, followed by prekazes and pollq change . . 

Known Data Limitations and Significance (if any): Potential due to release of prisoners into civilian TB system 
Actions Taken or Planned to Address Data Limitations: Programs specifically to address collaboration 
Date of Future Data Quality Assessments: Asressment annually (or sooner, if possible) 
Procedures for Future Data Quality Assessments: Based on results of treatment 

. . . . .  . . . . . . . . ,  . . . . . . . .  . . . . .  . . . . : ,  . . . . . . . . . . . . . .  . : . , -..- , ..:, .. . . . .  . . . . .  - . . O T H E ~ , N O T ~ - .  . . . . .  . . .  . . . . . . . . . . . . . . . . .  
. . 

. . .  ' 

- (e.g., dn b&el$esand targets; key toperformance data table; ~ocatibn of data stomge;.etc) 
Note on ~ a s e l i n e s l ~ a r g e t s ~ ~ e s u l ~  of the continuous TB treatment (DOTS) protocols directly amibrrtable to EMEP 
activities. CME and TOT programs in Russia, and 8 visits to the US to learn and 0bSewe directly DOTS programs in 3 
locations (Newark, Baltimore, Denver). 
Kev to data table: Site 1: Ekaterinbura. Site 2: Kharbarovsk Site 3: Kazan I- -. 
~tdrage of Data: Local TBcenters and EMEP .. - . . . . .  . . . .  . .( . .  L : : ; *  : : . . . .  :. . .  . . .  ....... ........ ' . -:::: .. ........ .:.. . . .  ;,..: , <,..::, .,,< .;*, :::~ - . . . . . .  : .iir , . - . ..... . . .  . .  < .  - . . . . . . .  . . . . . . . . . . . . . . . . . . -  ..;-.... ; - :  :-THIS <&c,& UPDATE~ON': &l?/oT:. .. I . . .  ;' . . . . . .  . . . . . . .  . . . . . .  . . . . . .  . . . . . . . .  . . .  . , .  :,i. - , : . :  .. . . . . . . . . .  7 
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[ Strategic Objective: Management of conditions that are the leading causes of death and disability in Russia is improved. 

Precise Definition: I n  the cohort of diabetic patients followed by the project, the percentage of total cohort patients vrhost 
records show that they are complying with the regime of prescribed medications and diet. 
Unit of Measure: Diabetic patients in selected sites who are complying is the numerator. The denominator is the total 
number of patients in the cohort in each site. There is a predetermined cohort of patients registered for treabnent at the 
Diabetes Center. 
Disaggregated by: 
lustification/Management Utility: Lack of compliance with medications is a leading cause of uncontrolled blood sugar 
levels. Physicians who have completed the EMEP training should note in the medical record whether the patient is 
following the prescribed regime of medications. This notation is a proxy for the appropriate medical protocol for diabetes 
management, which includes routinely asking patients about compliance with their medication regime, testing patients to 
determine if they are complying, providing on-going counseling to patients about the importance of compliance for conbul 

' 

of dlabetes and more frequentfollow-up with patients who demonstrate inability to comply. Notations in the medical 1 record as to whether the oatient is comolvina will indicate that ohvsicians are routmeh, mon~torina wtient behavior and 

Intermediate Result 1: Phys~cian practice related to diagnosis and treatment of diabetes improved. 
IR Indicator 1.1: O h  diabetic patients complying with prescribed med~cat~ons and diet in three selected sites. 

. . .  . . . . .  
. . DESCRIPTION 

- ~ -  ~~~~ . ,  - I f&&ina-uo aoorooriatel;. The imwrtance of com~liance is al& addressed in the edication program mnducted by the . . .  . . 
~ i a b e t k  Center for all diabetic 

. . . . . . . . . . .  . . .  . . . . . .  . . . . . . ., : . . .  , . : ; -. PLAN FOR DATA ACQUIS~~ION BY. USAID 
Data Collection Method: Data on each patient registered at the Diabetes Center is collected on a form designed through a 
collaboration between EMEP and local Russian Academic professors. 
Method of Acquisition by USAID: EMEP reports data to USND as required. 
Data Source(s): The Diabetes Center maintains the data for its patients. 
Timing/Frequency of Data Acquisition: Data is collected on each patient during mandatory quarterly visits to the Center. 
Estimated Cost of Data Acquisition: Data on control of blood sugar, complications of diabetes and physician management 
of the disease are routinely recorded in the patient's medical record. Subsequently, the data is transferred to a data 
collection form that lists the entire cohort of patients followed in this project. 
Responsible Individual(s) at USND: Data is reported to Elena Gurv;ch, USND/Moscow 

. . . . . . .  . . , . . : . . P ~ ~ W R  DATA ANALYSIS, WEW, & REPORTING . . .  . . . . . . 
Data Analvsis: Data is analvzed bv at least three ohvsicians: 1) the EMEP Dartner, a Russian academic profenor, 2) an ~ ~ ~ , - ~  ~ 

EMEP US Board Certified piysiciari specializing in diabetes and3) a US ~oakd certified specialist in internal medicine. 
Presentation of Data: 
Review of Data: Data is reviewed auarterlv u w n  submission by Diabetes Center to EMEP. . . 
Reporting of Data: The D~abetes Center reports quarterly to EMEP 

. . . .  
. . . . .  . . . . . . . . .  '. . . . .  DATAQUALIP~ISSUES. .. . . 

1 Date of Initial Data Oualitv Assessment: . . 
Known Data Limitations and Significance (if any): The data relates to the cohort of patients followed by the study and is 
representative of the results of the CME training of physicians. I t  does not measure all patients that are benef~ng frcun 
the physician training. 
Actions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benefiting from the study. A 
cohort study is a valid scientific protocol. 
Date of Future Data Quality Assessments: Data is reviewed semi-annually by EMEP physician. 
Procedures for Future Data Quality Assessments: The chief of the Diabetes Center and a pemn responsible for data 
collection in the clinic are trained by EMEP and Russian academics in the data collection methodology for the project. 
Thereafter, the chief of the Diabetes Center supervises the person who has been trained in data collection and conducts 
the first level of review of the data. 

. . . .  . . . .  . . .  OTHER NOTES 

on baselines andtacgets; key to  perfolmmce data table; location of data storage; etc.) 
Note on Baselinesnargets: Baseline data was collected before the EMEP program was implemented. Y Key to data table: Site 1: Ekaterinburg, Site 2: Kharbarovsk, Site 3: Kazan 
Data Storage: ..... 

. .  .... --- 
THIS SHEEi L E J  UPDATED ON: 12/17/02 

- .- .. - 



Stmtegic Objective: Management of conditions that are the leading causes of death and d~sabilty in Russia is improved. 
Intermediate Result 1: Physician practice related to d~agnosis and treabnent of d~abetes improved. 

- .  
records show thev were admitted to an inoakent facilitv for co~ol~cabo& oidlabetes. 
Unit of Measure: Diabetic patients with complications in two selected sites. Patients with complications dlvided by total 
diabetic patients in th~rd site. There is a predetermined cohort of patients registered for treatment at the Diabetes Center. 
Disaggregated by: 
Justification/Management Utility: Physician management of diabetic patients according to the practice guidelines which are 
oresented in the EMEP orwram. should result in a decrease in the number of comolications from diabetes reauirina . - 
hospitalization. 

. . . . . .: . . 
. . .  . . . . . . PLANFOR DATA AC'Q'UISITION BY USND .. 

Data Collection Method: Data on each patient registered at the Diabetes Center is collected on a form designed through a 
collaboration between EMEP and local Russian Academic professors. 
Method of Acquisition by USAID: EMEP reports data to USAID as required. 
Data Source(s): The Diabetes Center maintains the individual medical records and aggregated study data for its patienh. 
TimingIFrequency of Data Acquisition: Data is collected on each patient during mandatory quarterty visits to the Center. 
Estimated Cost of Data Acquisition: Data on control of blood sugar, complications of diabetes and physiaan management 
of the disease are routinely recorded in the patient's medical record. Subsequently, the data is transferred to a data 
collection form that lists the entire cohort of patients followed in this project. 

Data Analysis: Data is analyzed by at least three physicians: 1) the EMEP partner, a Russian academic professor, 2) an 
EMEP US Board Certified physician specializing in diabetes and 3) a US Board Certified specialist in internal mediane. 
Presentation of Data: 
Review of Data: Data is reviewed auarterlv u w n  submission bv Diabetes Center to EMEP. . . 
Reporting of Data: The Diabetes Center reports quarteriy to EMEP 
. . . . . . .  . . .  . . . .  . . .  : 

. . . . . . : :  D A ~  Qu~h issu~s.' 
. . . . 

Date of Initial Data Oualitv Assessment - - ~ -  ~ - - ~ ~  .~~ ~, - ~ 

Known Data Limitat~ons and Significance (if any): The data relates to the cohort of patients followed by the study and is 
representative of the results of the CME training of physicians. I t  does not measure all patients that are beneIifing horn 
the physician training. 
Actions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benefiting from the rmdy. A 
cohort study is a valid scientific protocol. 
Date of Future Data Quality Assessments: Data is reviewed semi-annually by EMEP physician. 
Procedures for Future Data Q u a l i  Assessments: The chief of the Diabetes Center and a person responsible for data 
collection in the clinic are trained by EMEP and Russian academics in the data collection methodology for the project 
Thereafter, the chief of the Diabetes Center supervises the person who has been trained in data collection and conducts 
the first level of review of the data. 

. . . . .  . . . . . . . . .  
. . . . OTHE~~NOTES .. 

(e.g., on baselines and targets; key to performance data table; location of data storage; etc.) - 
Note on &elines/~argets: Baseline data was collected before the EMEP program was implemented. 
Key to data table: Site 1: Ekaterinburg, Site 2: Kharbarovsk, Site 3: Kazan 
~ a i a  Storage: . 

.- .- . . . . . . . .  
.-.-- - . . . . 
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Strategic Objective: Management of conditions that are the leading causes of death and disability in Russia is improved. 
Intermediate Result 2: Physician pradce related to diagnosis and treatment of cardiovaxular d~sease improved. 
IR Indicator 2.1: O h  of patients with hypertension who are compliant with their medication regime in three selected sites. 

. . . DESCRIPTION 

Precise Definition: Every hypertension patient is prescribed medication for control of blood pressure and other symptoms 
of cardiac disease. Hypertension patients are those patients who blood pressure has been over 140/90, resulting in a 
special treabnent program by the physician. 
Unit of Measure: The percentage of hypertension patients in three selected sites who have complied with their medication 
regime. The number of patients with hypertension who have complied with their regime is divided by the total number of 
hypertension patients in the cohort. There is a predetermined cohort of patients registered for treatment at the selected 
polyclinics. 
Disaggregated by: 
Justification/Management Utility. Patient compliance with medication is a proxy for physician management of 
cardiovascular disease, a leading cause of disability and death in the Russian Federation. Suaenful physician 
management of patient medications should result in minimal cases of complications from coronary artery disease. 
Increasing levels of hypertension patients who are compliant with medication regime is one of the objective of impmved 
ohvsician manaaement. 

Data Collection Method: Data on each hyoertension oatient is collected on a form desiqned throuqh a mllaboratim 
between EMEP and local Russian ~cademk professori. 

- - 

Method of Acquisition by USAID: EMEP reports data to USAID as required. 
Data Source(s): The polyclinics maintain the data for their patients. 
Timing/Frequency of Data Acquisition: Data is collected on each patient during physician visits. 
Estimated tost of Data Acquisition: Hypertension patient compliance with medication should be ascertained at the time of 
physical examination by the physician and routinely recorded in the patient's medical record. Subsequently, the data is 
transferred to a data collection form that lists the entire cohort of patients followed in this project. 
Responsible Individual(s) at USAID: Data is reported to Elena Guwich, USAID/Mosmw 

. . . .  -. . . . . .  . . . . . . ' PLAN H)R DATA ANALYSIS, REVIEW, REPOR~NG 

Data Analysis: Data is analyzed by at least three physicians: 1) the EMEP partner, a Russian academic professor, 2) an 
EMEP US Board Certified physician specializing in cardiology and 3) a US b a r d  Certified specialist in internal medine. 
Presentation of Data: 
Review of Data: Data is reviewed quarterly upon submission to EMEP. 
Reporting of Data: The partner institut~ons report quarterly to EMEP 

. . . . . : .  .: . .  . . . . . 
. . ...: , .  . .  ..,... . .  . . ' . DATAQUA~~~~ISSUES . . . . 

Date of Initial Data Quality Assessment: 
Known Data Limitations and Significance (if any): The data relates to the cohort of patients followed by the study and is 
representative of the results of the CME training of physicians. It does not measure all patients that are benefiting from 
the physician's new continuing education curriculum. 
Actions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benefiting from the study. A 
cohort study is a valid protocol. 
Date of Future Data Quality Assessrnents: Data quality is reviewed semi-annually by EMEP physician. 
Procedures for Future Data Quality Assessrnents: The chief of the polyclinic and a penon responsible for data colleekxI in 
the clinic are trained by EMEP and Ruaian academics in the data collection methodology for the project Thereafter, the 
chief of the ~olvclinic suwrvises the Derson who has been trained in data collection and conductr the first level of review . . 
of the data. 

. . . . OTHER NOTES . . ... . . .  
: : . (e.g., on bas&es'&d tarqets; key to performance data table; location of data storage; e tc )  
Note on BaselineslTarqets: Baseline data was collected before the EMEP orwram was imolemented. . - 
Kev to data table: Site 1: Ekaterinbura. Site 2: Kharbarovsk. Site 3: ~aza" 

- 
I I 

, ' Dab Storaoe: Primar 
-, 

y data from the medical records is stored in the polyclinics. Aggregated data used for reporting to 
)W USAIDS goyed in the academ~c center. - 
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~- - ~ - 

Strategic Objective: Management of conditions that are the leading causes of death and di&bil-w in Russia is improved. 

-- 

Precise Definition: A hospital admission that results in an overnight stay is counted as a hospital admission. A 
hypertension patient is a patient that has had uncontrolled blood pressure (over 140190) at some time during the study. 
An acute episode of hypertension occurs when blood pressure reaches a life threatening level. 
Unit of Measure: The number of hypertension patients in three selected sites who have been admitted to the hospital. 
There is a defined cohort of hypertension patients registered for treatment at the selected polyclinics. 
Disaggregated by: 
JustificationIManagement Utility. Hospitalization of patients with hypertension is an indicator of uncontrolled blood 
pressure, and is a proxy for physician management of cardiova~ular disease, a leading cause of disabilty and death in t h e  
Russian Federation. Successful ~hvsician manaoement of oatients should result in minimal cases of comolimtions from ~ ~ ~ - -  -- 

coronary artery disease. ~ecrea'sina levels of hos~ital admissions for hvuertension ~atients is one of the obiedives i f  . . 
improved physician management. - 
. . . . . . . . . . . P~AN'FOR DATA ACQUIS~~N BY USND . . 

Data Collection Method: Data on each hypertension patient is collected on a form designed through a collaboration 
between EMEP and local Russian Academic professors. 
Method of Acquisition by USAID: EMEP reports data to USAID as required. 
Data Source(s): The polyclinics maintain the data for their patients. 
fiming/Frequency of Data Acquisition: Data is collected on each patient during physician visits. 
Estimated Cost of Data Acquisition: Hypertension patient treatment in an inpatient setting is mm'neiy recorded in the 
patient's medical record. Subsequently, the data is transferred to a data collection form that lists the entire cohort of 
patients followed in this project. 

~ ~ 

Resoonsible Individualls) at USAID: Data is reoorted to Elena Gurvich. USAIDlMowow ,~~ - - -  ~ ~ .-, ~ ~ ~ - -c ~ - . . ~ - - ~  
. . . . . .  . . . .  . . 

PGN 'FOR DATA ANALYSIS, RMEW, &REPORTING . . . . 

Data Analvsis: Data is analvzed bv at least three Dhvsicians: 1) the EMEP Dartner. a Russian academic ~rofeaor, 2)  an 
EMEP US board Certified ph;sician specializing in &diology and 3) a US &rd ~ e k f i e d  specialist in internal medkine. 
Presentation of Data: 
Review of Data: Data is reviewed Quarterly won submission to EMEP. . . 
Reporting of Data: The partner inst~tutions report quarterly to EMEP 

. . . . . .  . .  : .> . . . . .  . . . . 
' '  . ' .  . ,  . . . , DATA QUALITY ISSUES 

Date of Initial Data Quality Assessment: 
Known Data Limitations and Significance (if any): The data relates to the cohort of patients followed by the study and is 
epresentative of the results of the CME training of physicians. It does not measure all patients that are beneliting from 
he physiaan's new continuing education curriculum. 
4ctions Taken or Planned to Address Data Limitations: It is not feasible to follow all patients benefrbing from the study. A 
:ohort study is a valid protocol. 
)ate of Future Data Quality Assessments: Data is reviewed semi-annually by EMEP physician.. 
'rocedures for Future Data Quality Assessments: The chief of the polyclinic and a p e r m  responsible for data d l & n  in 
he clinic are trained by EMEP and Russian academics in the data collection methodology for the project. Thereafier, the 
zhief of the polyclinic supervises the person who has been trained in data collection and conducts the first level of review 
?f the datx - . - - - . - . 

OTHER NOTES 

- (e.g., on baselines and targets; key to performance data table; location o f  data storage; etc.) 
Vote on Baselinesflargets: Baseline data was collected before the EMEP program was implemented. 
<ey to data table: Site 1: Ekaterinburg, Site 2: Kharbarovsk, Site 3: Kazan 
lata Storage: Primary data from the medical records is stored in the polyclinics. Aggregated data used for reporting to 



.. .... -- 

Intermediate Result 3: Medical practice related to TB diagnosis and treatment improved. 
IR Indicator 3.1: # of doctors trained in TB standardized orotocol li.e. DOTS). in three sites. 

Precise Definition: S~ecific trainina of TB ~hvsicians in standardized ~rotocol (DOTS) treatment 1 - . . 
Unit of Measure: Number of TB physicians trained 
Disaaareaated bv: Recordina only TB s~ecialists trained (do all TB treatment) - -  - - .  
lustification/Management Utility: Indication of practice change by TB physiaans 

. . . . . .  . . . . . .  . . . . . .  . - .. . . . . . . . . . . . . . . . .  . . . . . . . .  ,:,. . . . . . . . .  . . ' P@N K)R DATA . . ACQUIS~ON BY USAID 
1 

Data Collection Method: Recording attendance and understanding by TB physiaans 
Method of Acquisition by USAID: EMEP and Russian academic physicians 
Data Source(s): Both TB physicians trained by EMEP and by Russians trained by EMEP 
Timing/Frequency of Data Acquisition: Annually as part of EMEP activities 
Estimated Cost of Data Acquisition: Part of EMEP 
Responsible Individual(s) at USAID: Data is reported to Elena Gu~ich,  USAID/Moxow 

. . . . .  . . . . . . 
. . . . . . . . .  .- .. PLAN FOR DATA ANALYSIS, RMEW, REPORTING . . . . . . .  . . 

Data Analysis: Demonstration of practice change (i.e. DOTS) by Russians 
Presentation of Data: Reporting based on CME programs 
Review of Data: Done by Russian academic TB physiaans, EMEP consultants and EMEP 
Reporting of Data: Reported as a result of specific program act~vities by EMEP 

. . DATA QUALITY ISSUES 

Date of Initial Data Quality Assessment: Policy changes by local government (prekazes) 
Known Data Limitations and Significance (if any): Limitation would be completion of  therapy 
Actions Taken or Planned to Address Data Limitations: Programs developed to provide completion 
Date of Future Data Quality Assessments: Expansion of standardized treatment (DOTS) 
Procedures for Future Data Quality Assessments: Assessment of treatment protocols 
. . .  , . . . . . . . . . .  . . .  . . , ' . . . I ~ . < .  . . .  : . . . . . . . . .  . . . . . . . . . .  . . 

.... . .,:. . . . . . . . . . . . . . . . . . . . . . . . .  : . . . .  oTI@'JoTES - : . . . . . . . . . . . .  

. . . . . . . .  f ; ' ;  ..;.... : .  . . . . . . . .  : ..... :, ., <,.- (Cg., on basdiries and targets; key to.perfo&ank'data' iabl~; l k t i o n  Of data &rage; &.)- 
Note on Baseiinesflargets: DOTS was NOTtaught before EMEP. A major achievement of EMEP has been the intmduction 
and utilization of DOTS in three locations. Russian TB leaders were trained in the US at the National TB Center in Newark, 
NJ, Johns Hopkins in Baltimore, MD, and National Jewish Medical and Research Center in Denver, CO. Both US vilsiting 
professors (TB experts) and Russian TB specialists then taught DOTS to TB physidans (who manage all cases). 
Standardized Protocols being used (DOTS). 



Strategic Objective: Number of patients completing continuous TB treatment, i.e. the DOTS protocol, in one oblast. 
Intermediate Result 3: Medical practice related to TB diagnosis and treatment improved. 

Precise Definition: In  a cohort of diagnosed TB patients, followed by the project, the percentage of patients started on 
standardized DOTS therapy. 
Unit of Measure: Percentage of patients that had completion of DOTS therapy 
Disaggregated by: City, oblast and prison 
JustificationIManagement Utility: Physician management of TB according to practice guidelines presented by EMEP . . 
program should result in an increasein completion of therapy. 

. . . . .  . . . . 
. . . . 

P L A N ~ R  DATA ACQU'I~ON BY USAID 

Data Collection Method: DOTS from the TB registry 
Method of Acquisition by USAID: EMEP reports data to USAID required 
Data Source(s): TB registry 
Timing/Frequency of Data Acquisition: Biannually, as part of EMEP activities 
Estimated Cost of Data Acquisition: Cost included in EMEP budget 
Respons~ble Individual(s) at USAID: Data is reported to Elena Gurvich, USAIDIMoxow 

. . . .  . . . . .  
. . . .  . . .  . . .  . . . . . . . . . . . . . . .  . . . .  . . . . PLAN FOR'DATA ANALYSIS, RDIIEW;&REPOR~NG . . 

Data Analysis: By EMEP partner and TB Director of Sverdlovsk 
Presentation of Data: 
Review of Data: Upon submission to EMEP by TB specialists 
Reporbng of Data: B~annually to EMEP 

. . . . . .  . . 
. . 
. . . . . .  . . DATA QUAL~ISSUES 

Date of Initial Data Quality Assessment: February 2003 . . 

Known Data Limitations and Significance (if any): Potentially, transfer from prison to civilian population 
Actions Taken or Planned to Address Data Limitations: Specific program to address prison to civilian transfer 
Date of Future Data Quality Anessments: August 2003 
Procedures for Future Data Quality Assessments: The oblast TB Director has had EMEP training at the National TB Center 

~ ~ 

in Newark N1 and the National Jewish Medical and Research Center in Denver CO 
. . .  OTHER NOTES . . . .  .. 

Note on Baselinesflargets: 
Key to data table: 



EURASIAN MIEDICAT, EDUCATION PROGRAM 

TRIP REPORT 

Kazan 

October 5-11,2002 

Women's Health Program 
In Partnership with: 

Kazan State Medical Academy 
Ministry of Health, Republic of Tartarstan 

Visiting Professors 

Sara E. Walker, MD, MACP 
Professor of Medicine, University of Missouri 

President, American College of Physicians- American Society of Internal Medicine 

Henry M. Greenberg, MD, FACP 
Associate Professor of Clinical Medicine, Columbia University 

Director, Coronary Care Unit, St. Luke's-Roosevelt Medical Center, hT 

Eurasian Medical Education Propram 

Richard G. Farmer, MD, MS, IMACP 
Medical Director 



Background 

\uu' 

The Eurasian Medical Education Program (EMEP) is based on the premise of helping Russian 

physicians and other health care workers deal with the problems that cause approximately 60% of ALL 

deaths in Russia. Cardiovascular disease causes more than half of all deaths, and is based on unhealthy 

lifestyle and behavior, but primarily on the prevalence of hypertension in the adult population: more 

than one-third of all Russian adults have hypertension, and about 90% of the cases are undetected or 

not treated. This has resulted in the average life expectancy of a Russian male not being 58 years, and 

a loss of population of 750,000 per year, with a death-to-birth ratio currently of more than hvo. 

The EMEP was be,% four years ago and we have conducted 35 programs in Russia, involving more 

than 4500 Russian physicians, and eight in the US. Our emphasis is on hypertension detection, 

treatment, follow-up (continuity of care), and prevention of complications. Other programs address 

diabetes, tuberculosis, digestive disease, arthritis, women's health, and programs directed to the 

general population. We have worked in Ekaterinburg and Sverdlovsk Oblast, Kazan and the Republic 

of Tartarstan, Khabarovsk and the Jewish Autonomous Republic, and Tula 
w 

EMEP's philosophy is to partner with Russians at three levels: government, academic, and clinical. 

All programs have been developed in conjunction with Russian colleagues. Our American partner is 

the American College of Physicians (ACP), with 115,000 physicians members, the largest specialty 

organization in the world. Our visiting professors are experienced ACP educators/clinicians who senre 

on a voluntary basis. We have made multiple visits to each location and have organized and locally 

co-sponsored Continuing Medical Education (S) programs for physicians directly responsible for 

patient care. The vast majority are Primary Care Physicians rather than specialists, but programs 

regarding treatment of complications are directed to hospital specialists. The third group addressed are 

those who teach the Russian CME programs, and represent a "train-the-trainer" aspect. We probide 

written handouts and slides, in Russian, for subsequent use; it is estimated that about four times as 

many additional physicians are exposed to the EMEP programs and curriculum developed by EMEP. 



Although the initial vehicle is CME, EMEP has expanded in each location into related clinical aspects, 

*r# including specific programs, such as the recent women's health program in which the organization and 

required social services were addressed. 

Public education, in the forms of brochures for TB prevention and education regarding hypertension, 

cardiovascular disease, and lifestyle have also been in the form of "health fairs" and %ypertension 

schools" where patients and the public are educated in the problem of cardiac disease prevention. 



Trip Reuort 

'w 
The current program is the 1 0 ~  conducted in Kazan; at their request, the major focus was on women's 

health. A special decree ("prikaz") from the Ministry of Health allowed physicians to be off &om 

work for two days to attend the conference. During this visit, the other major activities mere to obtain 

current data from the data collection programs in diabetes and hypertension that have been ongoins for 

2 years. 

It was a special pleasure to have as a visiting professor, Dr. Sara Walker, the current President of the 

American College of Physicians. Dr. Henry Greenberg has been the cardiology consultant for EMEP, 

and organized the data collection programs. 

Mondav. October 7.2002 

(Departure from US October 5, arrival in Kazan October 6) 

There was a round-table discussion of the cardiovascular/hyper&ension data collection in hvo 

polyclinics be,- in March 2000. The overall supenision in Kazan is Professor Galyavich, the chief 

wcardiologist of the Republic of Tartarstan. 

A cohort of 185 patients was enrolled in March 2000, and has been followed by the same group of 

physicians since then. (This is the first time such a program has been carried out.) It is under the 

direction of the Director of Polyclinic #18, Dr. Chisamutdinov, and was presented in detail. Results 

are appended to this report; there are monthly visits and emphasis is made on compliance with 

medications, lifestyle modifications and continuity of care. A dramatic increase in compliance from 

11% to 93% was noted. Additionally, women are comparatively far more compliant than men under 

age 40. 

A second cohort of patients is now being followed at Polyclinic #11, and there were representatives 

from 6 other polyclinics in which future p r o m s  may be developed. 



The data collection programs were beam following EMEP lectures on the detection and management 

W of hypertension, and represent evidence of the benefit &om the CME programs. An important feature 

of the program is patient education that has enhanced results. 

A discussion was held in the Department of Clinical Pharmacology in the afternoon. This is relevant 

because of the gender differences in drug metabolism, and therefore, dosage of medications used in 

cardiovascular - and other - diseases. We also met with representatives of Geotar medical publishing 

and reviewed three publications: Evidence Based Medicine ,~delines, drug handbook and disease 

handbook. These could be incorporated into EMEP programs. 

Tuesdav, October 8. 2002 

There was a round-table discussion at the Endocrinoloa Center of the data collection program in 

diabetes with Dr. Zyangirova and her staff. A cohort of 377 patients has been followed prospectively 

since July 2000. The cohort includes both adults and children, and insulin-dependent and insulin 

independent diabetes patients. (Diabetes and cardiovascular disease cause more mortality, morbidity 

wand lost work of all the other medical conditions in Russia combined.) Patients are seen and examined 

every 3 months, with data collected regarding complications. 

Emphasis is placed on patient compliance, lifestyle modification and patient education. This pro,gam 

was also begun following the EMEP series of lectures on diabetes and represents the results of the 

CME programs. There have been no deaths from acute complications (diabetic coma), and 

hospitalization has decreased from 66% to 18% in adults, and 94% to 26% in children. 

Attendance at diabetes school is now loo%, and compliance has increased. Results are appended to 

this report. These two data collection programs represent important successes for the E E P  lectures, 

and demonstrate the ability of the polyclinic physicians to follow patients, improve short-term results 

and decrease complications. Further, the collaboration between EMEP and Russian colleagues has 

resulted in improved care of patients. 



In the afternoon, Drs. Walker, Greenberg, Ziganshina, Ms. Wirth and I met with the Minister of Health 

'w of Tartarstan, Dr. Zyatdinov, and Professor Nizamov, Deputy Director of the Academy and responsible 

for CME programs for the entire Volga region (business cards appended). Dr. Zydatinov 

complimented the EMEP activities and the positive effect on the quality of care in Tartarstan. He 

noted, however, that there still is a great over-use of health care services: the average person sees a 

physician 11 times a year and 1 person in 5 is hospitalized. He listed the following as actik-ities in 

which he would like EMEP input: 

1. Primary Care and the development of an "American Polyclinic", using principles of care 

from the US experience 

2. Assistance in technology development (Dr. Zydatinov cited the US involvement in 

obtaining equipment for their cardiac center.) 

3. Development of Evidence Based Medicine guidelines in Russian (such as those developed 

by the American College of Physicians) 

4. Seminars in the management of health care services (to "change attitudes"), which was the 

request he emphasized the most. 

We responded that each of us had extensive managerial experience and would be pleased to participate 

with them. 

Wednesdav. October 9.2002 

This was the first of the two-day conference on women's health, co-sponsored by the Ministry of 

Health, the Kazan State Medical Academy (KSMA) and EMEP. There were 175 physicians in 

attendance, virtually all polyclinic doctors and 90% women. As the conference was co-sponsored by 

the Ministry, the Academy and EMEP, the moderators were Dr. Nail Sadikov, Deputy Minister of 

Health and Professor Rustem Gazizov, Dean of the Therapeutic Faculty of the Academy. 

Handouts, translated into Russian, were given to the audience members, and are appended to this 

report. The conference program consisted of lectures by Drs. Walker (lupus) and Greenberg (coronary 

disease in women) and lectures by Russian professors. Roberta M. Wirth, MAS, Director, Finance and 

Administration, EMEP, discussed the organization and structure of a women's health pro_-. Janice 

W M. Farmer, MSSA, discussed social work as a profession (newly established in Kazan) and role in 



women's health. Dr. Ziganshina, EMEP Coordinator, discussed pharmokinetics and drug interactions 

'hd in women. Each lecture was followed by questions fiom the audience; there was excellent 

participation. (Professor Nizamov and people at his Department of Social Medicine and Healthcare 

Management are planning to include Ms. Wirth's and Janice Farmer's lectures in their curriculum. 

Prof. Nizamov also stated that they would like to include social medicine and healthcare management 

into plans for the development of EMEP in Tartarstan. Janice Farmer was imited to visit the social 

service center, which she did the following day.) 

Meeting with Professor Nizamov. He is responsible for this conference from the Academy; he asked 

to meet with us to discuss an expanded activity by EMEP. The Russian Federation is now divided into 

seven regions of the Federal Ministry of Health; the center for post-graduate medical education for the 

Volga region is in the Academy. He is responsible for CME for 130,000 physicians in the Volga 

region. (There are 608,000 physicians in the entire Russian Federation. This is approximately the 

same number as in the US, but the Russian Federation has about half the population.) The Volga 

region encompasses 15 oblasts, and CME programs are being coordinated through the KSM4. We 

discussed the possibility of an expanded EMEP activity for CME programs throughout the region. 
w 

Thursdav. October 10. 2002 

The conference on women's health continued with lectures by Drs. Walker (arthritis) and Farmer 

(digestive disease in women) and two Russian professors. 

Following conclusion of the conference, there were closing remarks by Professor Nizamov and Dr. 

Farmer. Professor Nizamov presented certificates of membership in the Eurasian Academy of Medical 

Sciences to Drs. Walker, Greenberg and Farmer, and Ms. Wiah. We then presented certificates of 

attendance to all 175 physician participants in the conference. They were given individually and were 

signed by three Americans representing EMEP and the ACP, and three Russians (President of the 

Eurasian Academy of Medical Sciences, Minister of Health and President of Academy of Medical 

Sciences). These are appended. 

Three photos are appended - with cardiologists, endocrinologists and Dr. Walker lecturing at the 

w~onference. 



Summan, Comments 

i d  

This visit to Kazan illustrates the evolution and maturity of EMEP programs. Each is developed in 

conjunction with our Russian colleagues - governmental, academic and clinical - and expands on 

previous visits. CME programs are but the initial activity. The direct polyclinic visits, train-the- 

trainers and discussions regarding detailed information such as dosage and specific complications are 

examples of evolution. Program development, as illustrated by the women's health conference, 

demonstrates the expansion of the program based on Russian needs and wishes. The data collection 

programs over the past two or more years represent documentation of the value of EMEP in improving 

the health of populations. 

We believe that EMEP could be replicated in almost any location in Russia, the diseases addressed 

could be expanded, and programs could continue to be added. These are all possible because of our 

experience, our relationship with our Russian colleagues, and the infkstructure we have developed 

over 4 years. 

Richard G. Farmer, ND, MS, hL4CP 

Medical Director, EMEP 

November 8,2002 



Hvpertension Data 
Kazan, October 2002 

- Every 8" person in Tartarstan has cardiovascular disease 

- 40% of all adults have hypertension 

- Hypertension contributes to 55% of all deaths in Tartarstan 

- There are three times as many strokes as heart attacks (opposite from 
stroke victims are permanently disabled 

US) and 60% of 

Two Cohorts ofpatients Followed Pros~ectivelv 

- 185 patients in Polyclinic #I  8 now followed for 18 months 
o 1 17 with hypertension alone 
o 68 with hypertension and diabetes 

- Newly developed cohort of patients seen at Polyclinic #11 

- Monthly visits - compliance, blood pressure, weight, diet, exercise, smoking, alcohol 

w - Compliance with medications: 93% (1 1% for patients not in cohort) 

- Poorest blood pressure control/compliance by men underage 40, and by patients who had 
stroke 

- Best blood pressure control by patients with diabetes for 5-10 years (compliance) 

- Women have better compliance 



Diabetes Data 
Kazan, October 2002 

- 40,000 endoc~ologypatients in Tartarstan; population 4.5 million 

- 6,000 children (under 18) included 

- 17,000 have diabetes; 15,000 Type 1 

- Computerized registry developed, with assistance £corn EMEP 

- All patients "registered" and receive free medications 

Two Cohorts ofpatients. Adults and Children 

- 377 followedprospectively since July 2000 
o 165 adults and 167 children with Type 1 (insulin requiring) diabetes 
o 45 patients with Type 2 diabetes 
o Every three months follow-up 
o 100% of patients now attend "school" 

Diabetes in Children - Imvrovements Related to EMEP Involventent 

- Hospital treatment decreased £corn 94% in 2000 to 26% in 2002 

- Regular following diet from 41% to 64% 

- Use of glucometer (i.e. patient self-control) increased &om 54% to 71% 

- No significant acute complications and no deaths 



Diabetes Data 
Kazan. October 2002 

Diabetes in Adults (Insulin Dependent) - Improvements Related to EMEP hvolveine~~t 

- Hospital treatment decreased from 66% in 2000 to 18% in 2002 

- Regular following diet from 30% to 49% 

- Use of glucometer (i.e. patient self-control) increased from 12% to 40% 

- Attendance of diabetes school increased from 81% to 100% 

- Few acute complications, low mortality 

- Note: only 5 patients obese (BMI over 30) 

Tvpe 2 Diabetes - 45 Patients f"Representative") 

- Approximately 113 are obese 

- Diet regulation improved from 34% to 45% 

kid - Hospital treatment decreased from 74% to 27% 

- No deaths 

Conclusions 

- Development of Effective registry system with EMEP assistance 

- Measurement of clinical outcomes improvement based on EMEP 

- Dramatic decrease in hospitalization in all groups 

- Improvement in compliance 

- Few complications 



9 October (Wednesday) 

kid 10.00- 10.30 
Opramisaq~~l nporpaniMx.1 3nopo~bn meemux: yporcrr, ~ 3 ~ n e s e m 1 e  n3 o m m  B CIIU 

Organization of Women's Health Program: Lessons From the US Experience 
Roberta M. Wirth, Eurasian Medical Education Program, Director, Finance and Administration 

10.30- 11.45 
Hme~arecean 60ne3eb cepma y meemw 

Coronary Artery Disease in Women 
Henry M. Greenberg, Director, Coronary Care Unit, St. Luke Roosevelt Hospital. New York, 

Professor of Medicine, University of Columbia, USA 

11.45 - 13.00 
Systemic Lupus Erythematosus - Hormone-Induced Auto-Immune Disease 

Cncre~earr epacearr Bonsaelcd - rop~oeanbeo 06ycj1o~nee~oe ayronmtpew 3aSoxe~ame 
Sara E. Walker, President, American College of Physicians 

Professor of Medicine, University of Missouri, Columbia, USA 

13.45 - 14.30 
40-nemaii ~nneusecrcwii onbm nesearur 60nbF1bl~ c ~ n i ~ a ~ ~ e p w e c h c r r a s  cnmpoMosr 

40-Years Clinical Experience of Managing Post-Menopausal Patients 
L.I. Anchikova, Head of the Department of Endocrinology 

Professor, Kazan Medical Academy 

14.30 - 14.50 
Heeo~opbre Bonpocbr uxsanmnocni H pea6anrmqnn xeeqnn m p m e  45 ner npn 3a6a1esaenas 

B-eHHMH OplilHOB no Pe~l I j '6~l l~e  T a r a p m e  
Disability and Rehabilitation of Women Over 45 years Old With Internal Diseases in the 

Republic of Tatarstan 
O.V. Puzanova, Deputy Head of the State Service of Medical and Social Expertise in the Republic of 

Tatarstan 

14.50- 15.20 
Profession of Social Worker in the US, lmpoltance for Women's Health 

IIpo+eccun coquanbnom pa60THn~a B CIIIA, masenee n m  3noposbn m e m m  
Janice M. Farmer, Clinical Social Worker, Emeritus 

Children's National Medical Center, Washington, DC. USA 

Oco6eanocrw cpap~axco~nnewm H ~ 3 a m r o n e i i m a ~  nexcapmemn cpemm y xeemee. 
Pharmacokinetics and Drug Interactions in  Women 

L.E. Zisanshina, Head, ~e~a r tmen t  of Clinical Pham~acoloqy - 
Professor, ~azan'state Medical Academy 

- 



10 October (Thursday) 
10.00- 11.15 

Hoeoe B repanmi pesnla-rowuoro apTprrra 
New Therapies for Rheumatoid Arthritis 

Sara E. Walker, President, American College of Physicians 
Professor of Medicine, University of Missouri, Columbia. USA 

11.15- 11.40 
ICnnuwxec~oe maqe~ue MenaTomua B pa(l~sm~u C U X ~ O M O B  naTononmec~om mnzrawa g ;h~smna 
Clinical Significance of Melatonin in Symptoms of Pathologies in Post-Menopausal Women 

L.I. Maltseva, Head, Department of Obstetrics and Gynecology 
Professor, Kazan State Medical Academy 

11.40- 12.25 
3a60nesamx numesapnrenbnoro Tpahra y xenmmr 

Digestive Diseases in Women 
Richard G. Farmer, Eurasian Medical Education Program, Medical Director 

Professor of Medicine, University of Georgetown, Washington, DC, USA 

12.25 - 12.40 
3a60ne~a~Ei~  rena~o-6wnwapnoG cucrehlbr y xemma n B03MWXEOCm K o p p e m  

Liver Disease in Women and Possibilities of Treatment 
F.G. Shigabutdinova, Associate Professor. Department of Internal Medicine 

Kazan State Medical University 

12.40 - 13.30 
TopxecreeHHan sepexoam spyqennn ceprn+~earos j-amm-anr i t o ~ @ e p e m n  

Ceremony of Giving out Certificates 



Eurasian Medical 
Education %drogarn 
Richard G. Famm, MD, MS, MAC? 

Medid Direaor 
Clioical Pmfessor of Medicine, Division of Gasmmterology 

Georgetoun Uoiversity Medical Center 
WashingtoR DC 

A m m u n  College of Physicians- 
Amencan Socrety of l n t d  Medicine 

TEMEP 
Inflammatory Bowel Disease (IBD) 
Crahn's Disease: 20%morecommon in women 

Ulcerative Colitis: 20% more common in men 

Depression and irritable bowel syndrome (more 
mmmm in women) 

Womm aremorecompliant with medicatiom . Cortiwstaoid - induced osteoporosis (more 
common in women) - Pregnancy and IBD 

O ~ d W o m c n ' r  HPibZW2 
U S D q  olHdVl  llrlH-S-w, 

~ E M E P  

Digestive Diseases in Women (cont.) 
3. Gallstone Disme 

- ARens 20 million people in US 

- Twice as common in women 

- 500, OM) cholecystectomies/ytar 

- Role ofemogens on chalexaol in liver 

- Jnhibition ofmortality in pregnancy 

4. XonSteroidal Anti-Inflammaton. Dmes (h'SAJDs) 
and Peptic Ulcers 

- Aspirin and ibuprofin ured mom by women ' 

Irritable Bowel Syndrome @S) 
Mast common diagosis io gmmmtaolopv (1%) 

Criteria for diaenosis: abdominal pain, plus 
frequent bowel movements, ofien liquid and 
with mucus, pain relieved by bowel 
movements, abdominal distension - Three times more mat in tiomen up to 1035 
prevalence - Physician visils by womm are 3 times more ihm m a  

W*D;sscdSjnn 
4 i i m . 2 W  

Digestive Diseases in Women 

1. Colorectal Cance-  third mmt mmmm -a 
in theUS ( a h  lung and brean) 

- 30,OM) d& among u.0- in CS armualty. k 
r n m  b n  h m  anical raom 

- Slight maleprepondmna o v d  
2. Initable Bowel Disease 

- A R a  15-20% of w m m  in US 
- 3 times more womm mcn 
- Average loss fmm work is 13.4 &)sbw 



Digestive Diseases in Women (cont.) 

6.  Osteo~orosis 

- Affecu 25 million people in US 

- 1 million hclures, especially in post- 
menopausal women 

- IBD and heatment wiih colticosteroids 

- Chronic Biliary Cirrhosis , . 

Digestive Diseases in Women (cont.) 
8. Motiliw Disorders 

- Peptides 

- Viscaal hrpesensitivily 

- Menmual cycle 
- Envimnmenal ~I~essors 

Digestive Diseases in Women (cont.) I 
7. Dieestive Diseare Dun'ne Prmmcv 

A. Chronic Condfflionr I 
- IBD - Relaps% Kmiaion, &mapy, &gomc 

pmcedm 
- GaUswnes and Panmatitis 

B. Pregnancy Symprom - nrmreailmmiring 

- Acute fatty liver of p x g m q  

Digestive Diseases in Women (cont.) 
9. fnflammaton' Bowel Disease and Pr-ano- 

- Femliw ofv+omm aith EID is w d  

- Abut  193 of EID parims ~ l z p j e d u r i n g w  

- I B D p o w r n o ~ t o ~ f f e n a  
- Meralamine is rafc duriog pregnzncy 

- Re4- binh (37 a&) is more m-4moo 

- B m  feeding is d e  aith rnedmioc lbERPY 

Soda?.ofv+-'*ii&R--h?I(C :a 

Leading Causes of Mortality 
,,, of Wamm in the US. 



Ewasian Medical 
Education Propam 

Organization of a Womm's Health R o w  

RabntaM. With, M.A.S. 
D h r ,  Fioance and Adminismtion 

TEMEP 
Core Components 

Clinical 
Education 
Research 
Monitoring and Evaluation 

~ E M E P  
Five Stages of Development 

Across the Life Span of a Woman 
The Early Years 

- The Adolescent Years 

. The Reproductive Yean 

- The MiddieYears 

- The Older Years 
. Y I D C D O U - . I X - I a q ~  

TEMEP 
Mission 

Be responsive to the needs of women 

Emphasire the whole patient, w a n d  d n d  

- Provide eaq accm to: 
- health care senices 
- preventive health a r e  - health-promotiog acthities 

"--.d--24e.. 
dm-.---..->- 

Multidisciplinary Team Approach 

- Physician - Nurse Practitioner - 
Physical and Occupational therapis - Social Worker 

~ E M E P  
Physicians 



Nurses 
Organize and manage "schools"- 
hypertension, diabetes and weight 
control 
Initial telephone calls (person of fust 
contact) 
Triage - referrals to physicians 
Facilitators - ensure patient gets to next 
step 

- 
Evaluation and Monitoring I 

Continuity of care 

Satisfaction surveys 

Objective evidence of care 

Clinical Programs 
Breast Cancer 
Cardiology - Condnence Care - Menopause 
Nutrition 
Osteoporosis 
Weight and Exercise 

r E M E P  References 



NEW THERAPIES FOR 
RHEUMATOID ARTHRITIS 
Sara E. Walker MD, MACP 
Professor of Medicine 
University of MissouriColumbia 

CLASSIFICATION CRITERIA I RHEUMATOID ARTHRITIS 

Morning stiffness > 1 hour 
Swelling > 3 joints, 6 weeks - Swelling of hand joints - Symmetry - Erosionsldecalcifi~tion x-ray 
Rheumatoid factor 

PATHOGENESIS OF 
RHEUMATIOD ARTHRITIS, 

- PMN's in joint fluid 
Proliration of symovium 
Joint pain and swelling 
Malaise & Morning stiffness 
Warm, swollen joints 

Stase Pannnu & Enzymes 
Signs and symptoms of 

inflammation continue 

RHEUMATOID ARTHRITIS 
- July, 1998 48 yo nurse - Rheumatoid arthritis 10 years . Treatment 
- Methobexate 7.5-15 mghvk 
- Prednisone 5-20 rnglday 
- Inbaarticular steroid injections 

Joint painlswelling, disability 
Changes in treatment: 
-NSAID, IM methotexate, Plaquenil 

PATHOGENESIS OF 
RHEUMATOID ARTHRITIS 

' Antigen presentation to T cells 
No abnormal physical findings 

M 1 cell. B cell proliferation 
Angiogenesis 
Malaise, mild joint stiffness 
Warm swollen joints 

PATHOGENESIS OF I RHEUMATOID ARTHRITIS 
- Subchondral bone enxion 

Pannus invades cartilage 
Stretched ligaments 
Loss of function 
Deformity 
Unstable joints 
Flexion conbactures 
Extraarticular d i i  
Loss of arliwlar cartilage 



SIDE EFFECTS OF 
TRADITIONAL NSAIDS 

Gastriclesophageal irritation - Peptic ulcer disease - Anti-platelet activity 
Reversible hepatocellular toxicity - Decreased creatinine clearance 
Rhinitis, nasal polyposis, asthma 
Headaches, confusion in the elderly 

TRADITIONAL DISEASE- 
MODIFYING DRUGS 

- Hydroxychloroquine (Plaquenil) 
Sulfasalazine 
Gold salt (Aurolate) - Methotrexate - Azathioprine 

METHOTREXATE 
- LUNGS 

-Pz"lemp-prrMmmr 
- O p p o r m ~ ~  
- 7 Fm& 

LNER 
- Bareline . E m n r S .  hePam B (L C . B I W r y n N p h e n M n S h n w a ~ P a m  

- Monaor . E ~ y m s q ~ r x p l r . b i a p * l e k n m 6 S R o r M I k ? Z m  

COX-2 INHIBITORS 

Celebrexcelecoxib Vioxx-mfecoxib 
I1  hours 17 hours 
Rq 04 FAPoly 04 pain, lo dys 
As sffestive ah % d i i a r  NSP4k - No patelet eRestt - Meta*"ab,sii nkcs ',"adon of rtmle, MI *k i" Ra 
(JAMA2001285:W) - Rare GI bleeding, dyrpepir 
Not -1 or hwtis =wring 

METHOTREXATE 
Inhibits dihydrofolate reductase 
Dose: 7.5-20 (25) rnghveek, PO or IM 
Titrate dose by clinical effectiveness - Monitor: blood count, rnucma, lungs.liver - Folic acid (1-2 rngldayj decreases toxicity 
Avoid: 
- probenecid -delays renal excretion 
-bimethoprim-sulfamelhoxarole - hemtologic 

bawdy 

I GOLD 

. Gold salts, bound to plasma proteinslRBC 
-Can persist 20 years after the last dose - Test doses: 10 rng, then 15 rng IM - 50 rnghveek, total 1000 rng; judge efficacy - Maintenance: 50 rng IM144 weeks - Monitor: ash, blood count (platelets). 
urinalysis (albuminuria) 



WHO NEEDS NEW DMARDs ? 

- Failedlcannot tolerate MTX, others - Indicators of poor prognosis 
-Early age onset 
-> 20 joints. Extraarticular manifestations 
-High Rheumatoid Factor. CRP, ESR 
-Rheumatoid nodules 
-Erosions, cartilage loss at diagnffiis 
- HLA-DR4 

ENBREL 
(Etanercept ImmunexNYyeth Ayerst) 

- Adult & juvenile RA, Psoriatic, $12,0001yr 
Fusion protein, p75, human, inhibits TNF 
alpha & beta binding to receptors 
25 mg SQ twicehvk 
6040% response, enhanced by MTX 
Injection site reactions, infections, 
demyelinating disease (4), anti-DNA 

I PROSORBA COLUMN (Cypress Bioscience) I - Rheumatoid arthritis, $12,000 plus 
filtratiodvascular access costs 
Single-use immunoadsorption, protein A 
Onelweek X 12, may repeat, 43% respond 
Contraindications: ACE inhibitors, 
hypercoagulation, thromboembolism 
Anemia, hypotension, fatigue 

ARAVA (leflunornide, Aventis) 

Active rheumatoid arthritis, $3,4001yr 
lnh ib i i  de novo pyn'midine synthesis - 100 mglday X 3 day;, then 20 rnglday - 41%-49% response 
Slows radiographic progression - Teratogenic, liver enzymes, alopecia, 
rash, diarrhea. 9 deaths liver failure 

REMlCADE (Infliximab, Centocor) 

Rheumatoid arthritis, Crohn's $21,00O/yr - Humanlmouse chimeric anti-TNF alpha . N: 3 mgkg N, repeat after 3 & 8 wk, then 
every 8 wk; +MIX; 79% response . Headache, rash, hypersensitive reactions 
Infection, tuberculosis, worsening CHF - Demye1ination;Anti ds-DNAlO%, rare SLE 



I I /  MANIFESTATIONS OF SLE I 
W I  i 

Positive FANA Leukooenia. Anemia 

I! 
. . 

& muscle pain Anti-phospholipid Ab 
High immunoglobul~n !!  

1 1; Low compiement ! { ~ ~ ~ ~ r a ~ ~ ~ r i c a ~  effusion 
1:; Cognitive impairment 1 Pleurisy 

I ,  Ti; Fever Proteinuria 
High anti-DNA - : Lymphadenopathy . . .  . . . . .  . . . . 

I i i i  TREATMENT 
U I J 

. . . . . . . . . . . . . .  .~~ ~ . ~ In./. Prednisone /il 
1 Cyclophosphamide 

- Cyclosporine-A 
- N immunoglobulin 

1 . - Mycophenolate mofetii 
. , ......... . . ; . . . .  , . . . .  . . . . . .  . . . . . . . . . . . .  . . . . . . . . . . .  ~ ~ - ~ -  

U I 

/ rj 1s SLE Psychosis j 

1: 
1 
; 

Seizures. Abnormal neurological exam 
SLE, Cytoid bodies 

AntiP-ribosomal prokin 

, : , .  
: j  jj - Develops soon after increase in predniso~ 
; : .! 
! i :.i - Dose oflen above 40 mglday 

- increase D to keep 25-OHD high normal range 

Follow bone density, especially with 
frequent flares & glucocorticoids 

1. 1 

m ERT if SLE quiescent, not contraindicated j, 
- High IgG ACL High BP, Breast CA 

I I ; :  

Thiazide, Alendmnate, Calcitonin, NaFl : 

1 i/ I. CAD - 30% deaths in Baltimore Lupus i 
, J  

Cohort (average age 38 years) . :.: .., . . 
Independent risk factors CAD : : 

:: - Older at dx. Hypertension. Hi cholesteml. 
jj Obesity. Duration SLE, Duration stemids 

53% > 3 risk f ictors 
I! 
j:j 

10 mg prednisone deleterious (ChBPhvt) j '  
: , .  .. ., . ~ . . ~. . - . . . . . . - . . . . . . .  I? 
-, . . . - . - . . . . . .  . . . . . .  . . .  . . . . .  . . . .  ~- . . 

I 
. - 

t 11 LONGTERM MANAGEMENT 1 
. . . . . . .  

, . 
i ( . . 

: I jm Long term health maintenance: Cancer, I :  
, ,~, 

Hypertension, Coronary artery disease L: 
. . . .  . - ,  . 

, . . . - . . 
i . . . . .  . . . . . . .  . ~ .  . ~ - ~. . . .  . . . .  ~-~~~ 

. , 
. . . . .  . . . . . . . . .  . . 



11 [m Hydrolyzed to mycophenolic acid, I 1 
active immunosuppressant 

dehydrogenase, a 1 
i. rate-limiting enzyme in de novo 

i2 t synthesis of purines 

1; 'p InhJbits lymphocyte proliferation and 
! 8- 1 : ; '  . . . . . . . . . . . . . . . . . . . . . . . .  I 
y-! . . . . .  . . . . . .  . . .  . . . . .  ...... 

111 11. Treatment regimen I:/ 
500 mg BID X I week I. r 

175OmgBlDi<week 

I - 1000 mg BID X I week 
, ., ., - May increase to 1000 mg TlD j .. 
;I Side effects 

!rj :! - Nausea. vomiting. diarrhea 
1 

jj : /  
- Leukopenia. Infections :i -. 1 : : :  - y . .  .... / ......- . . . . . . . . . . .  - ............... 

1-11 LUPUS NEPHRITIS 1 
U L 

I fllrn Prednisone i 1 

1 1  1 n im Improved: , . 

. . 

.: 

: 

I 

BREAKTHROUGHS IN 
TREATMENT 

.... . . . . . . . .  . . . . .  . . . . . . . . . . . . .  .:I /j$ Alter gonadal, pituiiry hormones r: t:! 

rn p i p u l a t e  cytokines, gmwth fac to~~,  
[:/ Idlotypes, endothelial celUPMN function !: ;:I 

a Absorb circulating antibodies , ,  .-, 
!:I 

m Cytotoxic drugs specific for lymphocytes 5 
rn Stem cell transplantation ,.. 

[F! k, 

' ' 1 Novatis) , I  
I ,  -1 . . . . . . .  . . . . . .  .- . . . . . . . . . . . .  . . .. . . . .  .I 

. . 

. 

. 

. 

: 
8 ,  

, '- 

rn Azathioprine (Imuran, GIaxo Wellcome) 
rn Cyclophosphamide (Cytoxan, Bristol- 

Myers Squibb) 
i I  !.I 

rn Experimental therapy !I 
- Cyclosporine-A (Sandimmune, Neoral. 1 



LYMPHOCYTES - A SOURCE 
OF CIRCULATING PROLACTIN? 

Hyperprolactinemic acute myeloid 
leukemia patient; cells contained 
immunoreactive PRL 

* Unstimulated SLE PBMC secrete PRL 
Cultured sfRamos B cell line produced 
PRL-like protein; Nb2 cell growth factor 

PROLACTIN -- A CYTOKINE? 

Prolactin shares properties with 
hematopoietic growth factors 
-Comparable structural motifs 
-Multiple sites of synthesis 
-Ubiquitous distribution of receptors 
-Homologous receptor structure 
-Similar signal transaction pathways 

. rnvhnd h M " e  Re" l7.m. ,S6 

I FOR SLE I - 50 women with SLE 
Open label DHEA 50-200 mglday - 29 (58%) dropped out 
-no efficacy 30%. androgenic (8 other) side 

effects %%, remission 6%. other 6% - 21 (42%) completed one year 
Improvement: SLEDAI, global assessments, 
prednisone dose 

- JIMev~tdoW25S5,7DOd 

- Lactotropic polypeptide hormone 
Hypothalamic dopamine inhibits secretion 
Receptors on Tcells, Bcelk, monocytes, 
thymic epithelium - Prolactin receptors are in a novel family that 
includes receptors for: 
- IL-l beta, IL3, I L 4  IL4.11-7. erythmpoietin. 

growth hormone 

Dehydroepiandrosterone (DHEA) 
Treatment for SLE 

- Abundant mildly androgenic adrenal 
hormone . 10 Women with SLE improved with 3 4  
months of treabnent 
Prednisone dose was decreased . /LrVvl61.ndRhamrYimtOPL 

IMMUNOLOGIC PROPERTIES OF 
DHEA 

Mice 
-Increased IL-2 seuetion 
-Decreased 114, IL-5, I L 6  production 
-Improvement in SLE BIW mice 

Humans 
-Increased 11-2 production by activated T e l k  in 

healthy and SLE subjects 
-7  supplemenk low uwlat ing DHEA in SLE 



I CASE I 
35 year old woman, +FAN& +anti-platelet aB, 

+anti-phospholipid aB 
Normal pregnancy, breast fed baby 
Aching, fatigue, weight loss, red malar rash, 

alopecia. SLE diagnosed. 
Recovered days after started prednisone, 

Plaquenil, weaning the baby 
Second pregnancy twins, to breast feed? 

SYSTEMIC LUPUS 
ERYTHEMATOSUS 

CLINICAL FEATURES 
Skin and mucous membranes 
Joints 
Pleurisy, pericarditis - Kidney 
Brain 
Blood 
Autoantibodies 

I PLASMA LEVELS 

17-BETA-ESTRADIOL (pglrnl) 

- Menstrual cycle 40500 
Pregnancy 16,000-30,000 
Ovulation induction 1,000 - Menopause 520 - Estrogen replacement 
- Premarin 0.625,6 mo 40-100 
-Transdemal. 6 mo 40-1 W 

' ~ P U d t m m s u y m J , ~ ~ ~  
5 U I E 4 P a I S  

SYSTEMIC LUPUS 
ERYTHEMATOSUS 

EPIDEMIOLOGY 
Prevalence: 15-50 cases/700,000 

1985: National Arthritis Data Workgroup 
131,000 cases in the USA 
72,000 white and 41,000 African American 
women 
7,000 white and 7,000 African American men 

I PATHOGENESIS 
Loss of tolerance to self 

SYSTEMIC LUPUS 
ERYTHEMATOSUS 

- Antigendriven anti-DS DNA 
Polyclonal B cell activation - Key role of CD4+ T helper cells 
Defective apoptosis 
- Longlived stimulated lymphocytes 
-Antigen presentation bypasses normal self 

tolerance 

SYSTEMIC LUPUS 
ERYTHEMATOSUS 

PREDISPOSING FACTORS 

10% have affected first- or seconddegree 
relatives - HLA-DR2, HLADR3 
C2, C4 deficiencies 
C4a null alleles 
Deficient C3blC4b receptors 



SLE AUTOANTIBODIES s 
Fluorescent antinuclear antibody (FANA) test 
AntiDS DNA - AntiSm(6 B' D E) 
Anti-RolSSA 
Anti-histone 

I CASE 

45 yr old woman, SLE diagnosed age 35 1 (rash, alopecia, arthritis, nephritis) 
IV cyclophosphamide for 2 I12 years 
Continuous prednisone for 10 years 
SLE clinically inactive 
Premature menopause, high cholesterol, 
high blood pressure, osteoporosis - Recent onset of chest pain with effort 

POSTMENOPAUSAL HORMONE 
REPLACEMENT 

DECISIONS IN SLE 
Use hormones when benefits outweigh the 
risks 
Don't push the estrogen dose to high levels 
to improve preservation of bone mass - Bisphosphonates and nasal calcitonin are 
alternatives in the patient with active disease 

Antibodies against RNA-protein conjugates 
SLE, Sjogren's syndrome 
Clinical associations 
- " A M "  negative lupus 
-Neonatal lupus 
-Subacute cutaneous LE 
- C2- and Weficlent lupus 

- Reversible inhibitor of inosine 
monophosphate dehydrogenase I 
Inhibits tymphocyte proliferation and 
antibody production - Given to 5 cyclophosphamide-resistant 
patients with diffuse proliferative GN - 4\55 had improved renal status and SLE 
scores 

. &tBrur lunum 4.w, ,s7 

DIFFUSE PROLIFERATIVE 
GLOMERULONEPHRITIS - Therapy is based upon prospective studies 

at NIH; SLE patients were randomized to 
treabnent groups 
N cyclophosphamide (CY) reduced risk of 
renal failure in SLE patients with moderate 
renal scarring 
Hemorrhagic cystitis = 0; Cancer = 0 
Regimen: 0.5-0.75 grnlM2 BSA N q mo X 6; 
repeat q 3 mos X 2 years 



AUTOANTIBODIES IN SLE 

COMMON SPECIFIC 

FANA ++++ + 

ANTI-DS +++ ++++ 
DNA 
ANTlSm + ++++ 

I Guidelines for use in SLE 

Stable or inactive disease 

No venous or arterial thrombosis - No antiphospholipid antibodies 

No cigarettes 

Normal blood pressure 

- OC tablet contains 5 35 micrograms 

synthetic estrogen 

HORMONAL INFLUENCES ON 
SLE IN NZBINZW MICE 

- Estradiol 
-Shortens life 

+ AcceIB~ted autoimmune nephritis - Toxicity (obliterated bane ma-, endornebitir) - Stimulates hypemrolamnemia and pitubry adanomas - Testosterone 
-Protects from autoimmune disease, even affer 

onset of proteinuria 

"Some increase in plasma cells. 
Peculiar, rather structureless 
globular bodies taking purple 
stain (artifact?). This is not 
diagnostic." 
This was 5 years before our first 
publication describing the LE 
cell! 

MU ILmgnYez: Mayo chis RDC u:m, s69 

I HYPERPROLACTINEMIC LUPUS 

- 4 women, aged 22-39 years 
Symptomatic hyperprolactinemia 4/4 
Pituitary micmadenoma 314 
High prolactin 27-120 mos before SLE - All had malar rash, photos ens^, 
arthalgias, positive FANA 
CNS symptoms 114. Renal 014 - 214 flared after stopping bmmocfiptine 

HORMONE REPLACEMENT 
THERAPY AND SLE RISK 

Nurses' Health S W y  Cohort 

451120,000 developed SLE 1976-1990 - HRT increased risk for SLE from 1.8-to 2.5- 

fold 

Increased occurrence of SLE was associated 
with duration of HRT 

k n g  MH: P r a  AAP 708:25,1995 



PROLACTIN STIMULATES SLE IN 
AUTOIMMUNE MICE 

Hyperprolactinemic NZBlNZW females with 2 
pituitary transplants had pmlactin increased 
3-18X controls 
-Results: Increased albuminutia, lgG, mortality 
NZBMZW females treated with daily 
injections of bromocriptine 
- Results: Delayed anti-DNA mortalii 

. J lmrm"dl4~37wm7.1Pel 

DIFFERENT EFFECTS OF 
ESTROGEN AND PROLACTIN 

- Ovariactomized NZBlNZW mice, high or icw 
estrogen with high or low PR 
HlGH WHIGH PR had early albuminuria and 
anti-DNA (65% + at 16 wks of age), and early 
mortality 
HlGH ElLOW PR had lateonset albuminuria 
and anti-DNA (10% at 16 wks), and later 
mortality 

- ElDumecf .I Lum 7:m. Is% 

PROLACTIN AND SLE 

* Accelerated SLE in hyperpmlactinemic 
NZBMZW mice - "Hyperprolactinemic lupus" 
- SLE in patients wtth praiactinorrrat - Hyperprolactinemia in men, women, and 
pregnant women with SLE, may correlate 
with disease activity 
Improvement with bmmocriptine therapy 

HYPERPROLACTINEMLA AND 
RHEUMATOLOGIC DISEASES 

Hyperprolactinemia preceded Graves' 
disease, dermatomyosits - High mean serum pmlactin in FANA + girls 
with juvenile arthritis 
Hyperprolactinemia 
-65% Primary Sjogren's syndrome 
-59% Scleroderma 
- 16 - 28% SLE 



Systemic Lupus Erythematosus I 

Systemic Lupus Erythematosus and 
the Card Game Analogy 

HEARTS - Hormones 
-Estrogen, Prolactin, Testastemne 
CLUBS - Genetic factors 
- HLA, C4AO noU allele, T cell receptor gems 

DIAMONDS - Antigens, antibodies - SPADES - Infeetiou$ environmental agents 
- , ~ U : b Z l W  

Raloxifene - - Autoimmune MRL rprApr mice 
- 50% soccumb to glomernlonephritiS arteritir at 6 

mos - - Treatment with raloxifene 
- diminished LNweight, glomerulooephritis 
- no changes in anti-DSA anb%odier 3 
- longevity prolonged 

r ~,-loloBlms14).,996 

Autoimmune Diseases - \T%y women? 

Raloxifene 

Benzothiophene with high-affrn* binding to 
estrogen receptor - Selective estrogen receptor modulator (SERM) 
Agonist in bone and cardiovascnlar W e  - Antagonist in reproductive tirme 



OVULATION INDUCTION and 
IN VlTRO FERTILIZATION IN SLE ANTI-ESTROGENS IN NZBRJZW MlCE 

9 3  new SLE cases with ovulation induction 
X-10 cycles 
Xstradiol concentrations 1,560-2,850 pmlL 

> M D ~ R h e u m 3 7 % ~ 0 , l s 0 4  

9Fatal SLE exacerbation 
ZlVFlembryo transfer 

~ J l l h u n u M 2 Q i 6 3 0 . 1 0 9 I  

93R SLE patients had flare with OUlVF 
>MOlm*Rheum43:5YL.2WO 

ANDROGEN TREATMENT OF 
NZBINZW MlCE 

Te. 5 0 H  testosterone (potent androgens) 
- Beneficial 
DHEA (weakly androgenic steroid) 
-Delayed onset of disease 
- Reduced mortalih. - Nandrolone decanoate (attenuated androgen) 
-Beneficial 
Danazol (attenuated androgen) 
-NO benem . R n k d h ~ l l p u r ~ t o s m . P . E d . C h . , t  

BROMOCRIPTINE THERAPY OF SLE 

CNS lupus responded to BC (1) . Am..%s S*Lm u(lam:rm. ,990 

Prolactinoma (I) 
- Anti-DNA correlated with pmlactin 
- Flare after BC stopped . h E . p ~ u a . w ' ~ ' m . , s o .  - Hyperprolactinemia (4) 
- 3 adenomas 
- 1 responded to BC 
- 2 flared after BC stopped . ,R-(oln:.u.,)91 

- Tamoxifen (estrogen receptor blocker) 
-Suppressed lFN- 
-Stimulated mMbl nlbrsenactivay 
4-hydroxyandrostenedione (ammalase inhibitor) 
-Decreased thymicwelght 
- Limhd ma1 i n w o n  

Norgestrel (Is-nor-testosterone. progestogen) 
-Suppressed an- DNA 
- Pmlonged life 

. b + . " d h w - ~ 9 " E & Q "  

ANDROGEN TREATMENT-HUMAN SLE 

Testosterone for Klinefelter's syndromeISLE 
- Clinlcal m k s b n  

xmMdobnOl&-w-ta 
* Danazol (altenuated androgen) 

-Treated mild active d i i  - .  
- Decrerred anti-DW in& pkbewr. and 

increased serum cornphnt  

19-nor-testosterone 
- Not effective in women, rmn had luprr fbms . JRk-WleSa.$m 

I BROMOCRIPTINE THERAPY OF SLE m 

Open label, mild active SLE m 
- BC 3.75-7.5 mgldry (pmhctin 53 nghnr) 
- SLAM,SLEDAJ lornrrRsr6 mor.anae%e p&aC 

r ,--.,%93 . Double-blind, active 8 i ~ c t i v e  SLE (66) 
- BC 2.5 m@W or plaubo. 2-17 imr 

- F m s r  nanVpabsnVmonth in BC -1s . -l:.lC,))I 

Blinded, mild act& SLE (24) 
- SLAM, SLEDAJ lower mer 1 yr, BC=O~chlo~~~h-,e 

rurasrahll.e-tm 



NEW TREATMENTS FOR RHEUMATOID A R m I I S  
Sara E. Walker MD, MACP 

' + A d  

A CASE OF RHEUMATOID ARTHRITIS . July, 1998. Initiated care of 48 year old registered nurse . Rheumatoid arthritis diagnosed 10 years earlier on basis of persisting and paidid of 
small joints of hands and fingers, morning stifiess, positive test for rheumatoid factor . Treated with methotrexate, initially oral doses 7.5 mg, progressing to 15 mg once a week + 
prednisone 5-20 mglday (dose self-adjusted) and intermittent injections of depot 
glucocorticoids . Physical examination: Limited range of motion of both shoulders, swollen wrists, warm and 
swollen metacarpophalangeal and proximal interphalangeal joints . Subsequent treatment: Nonsteroidal antiinflammatory drugs (NSAIDs), increased methotrexate 
to maximum dose of 20 mgtweek, gave methotrexate Bl instead of po, added 
hydroxychloroquine 200 mg BID 

I. CLINICAL MANIFESTATIONS OF REEUMATOID ARTHRITIS 
Pain, usually of insidious onset, appears over a period of weeks or months. Characteristic stifhess 
lasts longer than one hour after awakening in the morning and recurs after inactivity. Joint 
involvement is polyarticular and symmetrical. This is a systemic illness and there are many 
extraarticular findings, including weight loss, pleurisy, rheumatoid nodules, popliteal cysts, and (in 5% 
of patients), vasculitis. 

n. CLASSIFICATION CRITERIA FOR RHEUMATOID ARTHRITIS 
bd 1. Morning stifiess > 1 hour 

2. Swelling, 3 or more joints, 6 weeks 
3. Swelling in hand joints 
4. Symmetric joint swelling 
5. Erosions/decalcification on radiograph of hand 
6 .  Rheumatoid nodules 
7. Rheumatoid factor 

m. DISTRIBUTION OF RHEUMATOID ARTHRITIS 
Cervical spine, shoulders, elbows, wrists, MCPRIP finger joints, hips, knees, ankles, MTP joints 

IV. PATHOGENESIS OF RHEUMATOID ARTHRITIS 
The synovial lining of joints becomes vascular and is invaded by immunologically active cells. The 
synovium can eventually resemble an ectopic lymph node. Cytokines regulate and perpetuate many 
aspects of the inflammatory process, including production of metalloproteinases, recruitment of new 
cells to the joint, and cell proliferation. The resulting pannus invades and destroys cartilage and bone. 

V. STAGES OF DISEASE 
Stage I Antigen presentation to T cells. No symptoms or abnormal physical findings. 
Stage Il T cell and B cell proliferation, angiogenesis in synovium. Malaise, mild joint 

stiffness. Swellinglpain in small joints. 
WI Stage IIl PMN's in joint fluid, proliferation of synovial cells. Joint pain and swelling. 

Morning stifiess. Malaise. Warm, swollen joints. 



Stage IV Pannus formation, enzyme activation. Joint pain and swelling. Morning 
stifkess. Malaise. Inflammation ofjoints continues. Limited range of motion. 

kiu, Periarticular osteopenia. Proliferation of pannus can be seen on a. 
Stage V Subchondral bone erosion, pannus invades cartilage, &etched ligaments. Loss 

of function, deformity. Instability of joints, flexion wntractures, ex-cular 
disease, erosions, loss of articular cartilage with narrowing of joint space seen on 
radiographs. 

VI. THERAPY FOR RHEUMATOID ARTHRITIS 
In many cases, loss of articular cartilage begins within months of the onset of disease and in most cases 
w i t h  a year of onset of continuously active disease. 50% of the maximum damage to joints occurs 
within the first 5 years. The patient most at risk is the one who has continuously active synovitis. It 
can be argued that the long-term outcome will be better in patients who are treated early and 
aggressively in the course of their disease. Patients with rheumatoid arthritis need long term treatment 
with a NSAID, often given at maximum dose, and a disease modifymg agent (DMARD). 

A. NONSTEROIDAL ANTIINFLAMMATORY DRUGS (NSAIDs) 
Side effects of traditional (COX-1 and COX-2 inhibitor) NSAJDs: . Gastriclesophageal irritation . Exacerbation of peptic ulcers . Anti-platelet activity . Stop ASA 2 weeks preoperatively . Stop other traditional NSAIDs long enough for complete excretion before surgery . Reversible hepatocellular toxicity 

'Wid Fluid retention . Decreased creatinine clearance . ASA: Rhinitis, nasal polyposis, asthma syndrome . Headaches and confusion in the elderly 

NSAIDs work by inhibiting prostanoid synthesis through cyclooxygenase (COX) blockade. COX has 
at least 2 isoforms, termed COX-I and COX-2. All traditional NSADDs inhibit both isoforms. New 
NSAJDs are available that are selective COX-2 inhibitors. Examples of these new NSAIDs are 
Celebrex (celecoxib, Sear1elPfizer)and Vioxx (rofewxib, Merck). 
Rationale: COX-1 is expressed constitutively in most tissues. Inhibition of COX-I suppresses 
formation of beneficial prostaglandins and may lead to ulceration of the muwsa of the upper 
gastrointestinal tract and acute renal insufficiency. Therefore, its inhibition is responsible for most of 
the side effects of the traditional NSAIDs, because these drugs inhibit both COX-1 and COX-2. 
COX-2 is highly expressed in cells of the immune system where it is induced by a number of factors 
such as cytokines to produce prostanoids that modulate the inflammatory response. It is believed that 
drugs which inhibit almost exclusively the COX-2 pathway should control inflammation without 
inducing adverse gastric effects. 
Special indications for Cox-2 inhibitors may include: . Treating the elderly, because they are more susceptible to gastrointestinal bleeding caused by 

traditional NSAIDs. . Treating patients on anticoa,dants. Traditional NSAIDs displace coumadin and so do the 

b 4  COX-2 inhibitors. However, the COX-2 inhibitors offer the advantage of not having platelet 
inhibiting properties. If bleeding were to occur in an anticoa,&ated patient, it might 
theoretically be less severe if the patient were taking a COX-2 inhibitor compared to a 



traditional NSAID. In addition, the COX-2 inhibitors are less likely to initiate gastrointestinal 
bleeding. 
Treating patients with a history of gastrointestinal bleeding. 
Celebrex (celecoxib, Pfuer, Searle) . Structure - Diary1 substituted pyrazole . Sulfonamide- contraindicated in sulfonamide-allergicparie~zts pactrim, Pediazole, 

s e p w  . For treatment of osteoarthritis and rheumatoid arthritis; familial adenomatow polyposis . Half life 11 hours; metabolized mainly through cytochrome P450 2C9 . 200 mg in one dose, or 100 mg po BID (osteoarthritis); 100 or 200 mg po BID 
(rheumatoid arthritis) . Gastrointestinal bleeding reported, but rare. Two out of 5,285 patients treated with 
celecoxib in doses > 200 mg/day had significant upper gastrointestinal bleeding, 14 and 
22 days after starting treatment. The usual occurrence of ulcers in patients treated with 
traditional NSAIDs is estimated at 1-4%, depending upon length of treatment. 
Endoscopy of 1,149 patients who received either celecoxib or placebo or naproxen 
revealed ulcers in 26% of the naproxen patients compared to 4 6 %  of the celecoxib and 
placebo-treated patients. . Platelet ageregation - No effect. . Renal effects - Elevated BUN in 1.5% treated with celecoxib, vs 2.8% in patients 
receiving other NSAIDs. Nevertheless, celecoxib is NOT considered renal sparing. . Hepatic effects - Transient elevations of liver enzymes, 1% . Efficacy+xebo and =traditional NSAIDs 

Vioxx (rofecoxib, Merck) . Structure - Methylsulfonyl phenyl firanone . Sulfone . For treatment of osteoarthritis, acute pain in adults, primary dysmenorrhea . Half life 17 hours; metabolized through reduction by cytosolic enzymes . 12.5-25 mg/day (osteoarthritis); no recommended dose for rheumatoid arthritis; 
maximum daily dose 50 mg . Side effects: Similar to celecoxib 
Gastrointestinal side effects: Endoscopy after 12 weeks of treatment: 5% ulcers 
(rofecoxib) vs 7% ulcers (placebo) vs 28% ibuprofen . Efficacy > placebo and = naprosyn and ibuprofen in osteoarthritis 

B. TRADITIONAL DISEASE-MODIFYING DRUGS (DMARDs) 
Hydroxychloroquine (Plaquenil) 
Sulfasalazine 
Gold salt (Aurolate) - 50 mg IMIweek until total of 1000 mg, then judge efficacy. tMay 
continue maintenance (50 mg IM every 4-6 weeks) for years. Monitor for rashes, blood count 
for suppression especially thrombocytopenia, urinalysis for albuminuria 
Methotrexate - 5 - 20 mg PO or IM, one day each week. Titrate by clinical effectiveness. . 

Monitor blood count, mucosa, lungs, liver. Addition of folic acid 1 mg/day protects against 
toxicity. Avoid: probenecid (delays renal excretion); Bacbim, Septra (trimethoprim- 
sulfamethoxazole) (associated with hematologic toxicity). 
AzathiopMe (Imuran) - 25-200 mdday. Deficiency of the degradative enzyme, tiziopurine S- 
methylhansferase, places the patient at risk for serious side effects, especially aplastic marrow. 
Reduce dose to about 113 of usual dose for patients taking a l lopu~o l .  



. Combination treatment (example: hydroxychloroquine plus methotrexate) 

Lbd C. NEW DISEASE-MODIFYING DRUGS (DMARDs) 
Who needs them? . Failed, cannot tolerate other disease-modifying agents . Early switch in patients with indicator of poor prognosis . Early age onset . Involvement of more than 20 joints . Extraarficular manifestations . High titer rheumatoid factor, elevated CRP, high ESR . Rheumatoid nodules . Erosions, cartilage loss at time of diagnosis . HLA-DR4 . Arava (leflunomide, Aventis) . $3,4OO./year . Prodrug, metabolized in intestine and liver to active form, A77 1726. Inhibits 

dihydroorotate dehydrogenase, an enzyme involved in de novo pyrimidine synthesis. 
Antiproliferative and anti-inflammatory. . Half life 2 weeks . For treatment of active rheumatoid arthritis . Rationale: Novel immunomodulatory drug, effective in graft-vs-host disease in 
experimental models, inhibits T-cell and B-cell proliferation. Augments the 
immunosuppressive cytokine, TGF-betal, and suppresses the immunostimulatory 
cytokine, IL-2. 

kd . 100 mg/day X 3 days loading dose, thereafter 20 mg/day . Hepatotoxicity (increased with concurrent use of methotrexate) 4-10% 
American College of Rheumatology Hot l ie  August, 2001: 15 leflnnomide4reated 
patients died with hepatic abnormalities; 9 had liver failure. 
Others: diarrhea, dyspepsia, rash, hair loss, hypertension, weight loss, anemia . Teratogenic. If pregnant, detoxify with cholestyramine 8 gm po 3 timedday 
for 11 days. . Monitoring: CBCISGOTISGPTIalkaline phosphatase . Efficacy: 41-49% respond . Enbrel (etanercept, Immunex, Wyeth-Ayerst) . $12,OOO./year . Genetically engineered h i o n  protein consisting of 2 identical chains of the 
recombinant extracellular human tumor necrosis factor (TNF) receptor p75 monomer 
bed with the Fc domain of human IgG1. Etanercept effectively binds to ThTF alpha 
and ThT beta and inhibits their activity by inhibiting binding of the cytokines to ThTF 
cell surface receptors. . For treatment of moderately to severely active rheumatoid arthritis in patients with 
inadequate response to one or more DIVLARDs, treatment of psoriatic arthritis. . Rationale: TNF is a cytokine that has a major role in stimulating inflammation in 
rheumatoid arthritis. It is present in synovium and stimulates synoviocyte proliferation 
and production of inflammatory mediators. 

w . 25 mg SQ injection twice a week . Injection-site reactions . Infections: Increased upper respiratory tract infections (29% vs 16% placebo) 



0.12-3% were serious infections. 
Do not start with active, chronic, or localized infections and discontinue in serious 

u infections. Special concern in patients with past history of tuberculosis or exposure to 
tuberculosis; TNF is important in immune defense against tuberculosis. . Autoantibodies: 15% anti-ds DNA by IUA . Demyelinating disease: New onset 4 patients . Efficacy: 60-80% response rate. Improvement may begin within 2 weeks. 
Concomitant methotrexate treatment may improve favorable response. 
Symptoms return within one month after it is stopped. 

Etanercept Treatment of Other Diseases 
Beneficial effects of etanercept have been demonstrated in polyarticular juvenile arthritis and 
psoriatic arthritis. In a randomized, double-blind, placebo-controlled study, either etanercept or 
placebo was given for 12 weeks to 60 patients with psoriatic arthritis and psoriasis. Criteria for 
arthritis improvement were met in 87% of etanercept-treated patients, and 5/19 had 75% 
improvement in psoriasis. In the placebo group, arthritis improved in 23% and psoriasis 
improved in 0 patients. (Lancet 356:385-390,2000) . Remicade (infliximab, Centocor) 

$21,OOO./year . Chimeric human (constant region)/mouse (variable region) 1-61 anti-TNF monoclonal 
antibody. It binds to TNF alpha, which is then unable to bind to cell surface receptors. . For treatment of rheumatoid arthritis, Crohn's disease . Rationale: Neutralization of TNF alpha and subsequent reduction of inflammation . IV infusion. 3 mgkg is given N, then additional infusions of 3 m a g  N 3 and 6 
weeks later, then 3 m a g  IV every 8 weeks thereafter. Use in-line, sterile, non- 

kd pyrogenic, low-protein-binding filter with pore size 1.2 microm or less; inhse slowly 
over at least 2 hours). . Headache, rash, hypersensitivity reactions (fever, chills, urticaria, dyspnea, hypotension) . Infections: Definite risk, ranging fiom upper respiratory to fatal tuberculosis . Autoantibodies: 10% anti-ds-DNA, lupus-like syndrome . Demyelinating disease: Exacerbation of MS, concern about new-onset disease . Specialprecautions: Congestive heart failure, tuberculosis . Efficacy: 79% response rate. Improvement often occurs within 2-3 weeks and disease 
reappears within 1 month of stopping treatment. 

American College of Rheumatology Hotline September, 2001: 
Etanercept (104,000 patients), intliximab (170,000 patients) 
M. tuberculosis, Atypical mycobacteriurn Q, Histoplasmosis, Listeria monocytogenes, 
Pneumocystis carinii, Aspergillosis, Candidiasis, Pancytopenia, Aplastic anemia Q, 
Multiple sclerosis, Optic neuritis, Seizures, Lupus, Colonic perforations, Lymphoma . Prosorba Column (Cypress Bioscience) . Column $1,000. (total of 12 columns needed for full course of treatment) plus costs of 

filtration procedure and vascular access . Single-use immunoadsorption devise, 6 inches long and 3 inches in diameter, used in 
conjunction with therapeutic apheresis. Contains protein A fiom Staphylococcus aureus 
covalently bound to an inert silica matrix . For treatment of rheumatoid arthritis 

W . Rationale: Protein A binds IgG and circulating immune complexes . Work with pheresis center (Red Cross) to set up one treatment a week for 12 weeks. 
Course of treatment may be repeated. 



. Contraindications: Use of ACE inhibitors (72 hour withdrawal period recommended), 
hypercoagulability, recent history of thromboembolic events . 

'cir 
Side effects: Anemia, hypotension, fatigue. . Efficacy: 42% respond; Duration of response 20-84 weeks. 

Newer Treatments for Rheumatoid Arthritis 
Kineret (anakinra, Amgen) . Active rheumatoid arthritis, failed at least one DMARD . Recombinant human IL-lr antagonist . Blocks IL-lalpha and beta on cells . 100 mglday subcutaneously 

Infections (1.5-2%) . Leukopenia . 38% ACR 20 response (control=22%) 

REFERENCES 
Much of this material is covered in Harrison 's Textbook ofMedicine, Rheumatolog)~, Second Edition, 
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SYSTEMIC LUPUS ERYTHEMA TOSUS 
w 

Sara E. Walker, MD, MACP 

Systemic lupus erythematosus (SLE) is a chronic, inflammatory disease of unknonlon?l etiolosr 
The most common clinical manifestations are fever, arthralgia, arthritis, and skin lesions. 
However, any organ system may be involved. ~epression &d disabling fatigue shadow the SLE 
patient. The spectrum of disease ranges from mild (skin rash, arthralgias, pleurisy) to severe 
(life-threatening involvement of brain or kidney). Therapy, which should be individualized and 
directed at specific clinical problems, ranges &om moderate doses of aspirin to aggessive 
immunosuppression. 

Clinical questions: 
1. What are the most important points in making the diagnosis of SLE? 
2. What new treatments are available? 
3. What are the most important factors in health maintenance for the patient with lupus? 

History 
"Lupus" = Latin for "wolr' 
1810 - Bateman classified destructive or ulcerative lesions of face and nose as "lupus". 
1833 - BiettICazenave described round red facial patches on young women: In SLE description. 
1845 - Von Hebra described "butterfly" malar rash. His Atlas of Skin Diseases illustrated lupus. 
1902 - SequeiraBalean, London Hospital, published case of 18-year-old woman with malar rash, 

u malaise, headache, abdominal pain, edema, hematuria. Glomerulonephritis was found at 
autopsy. This is thought to be the first published case of disseminated LE. Two years 
later, Osler published 2 cases with facial erythema and renal failure. 

1948 - Hargraves (Mayo Clinic) described the LE cell and made it possible to diagnose SLE pre 
mortem. Corticosteroids were recognized as anti-inflammatory agents. 

1954 - Shulman published the classic modem description and defined multisystem SLE in 
Medicine. 

1957 - Friou used direct immunofluorescence to demonstrate antinuclear antibodies. Anti-ds 
DNA antibodies were re~orted. and soon thereafter Dixon and Kunkel introduced the 
concept that lupus glomerulonephritis is mediated by immune complex deposition. 

1974 - 1991 - SteinbergIDecker reported benefits of treating severe glomerulonephritis with CY. 

Epidemiology . 15-50 cases/100,000. 1985 National Arthritis Data Workgroup: 131,000 cases in USA; 
72,000 Caucasian females, 41,000 African American females. . 90% are female. SLE is rare before puberty. 

Pathogenesis . Loss of tolerance to self; makes antibodies to self antigens, also makes antibodies to 
"normal" antigens. . B-cells: Antigen-driven induction of antibodies to ds DNA, Polyclonal activation. 

W '  T-cells: CD4+ cells are important. Eliminating these cells or blocking their interactions 
with B cells prevents SLE in animal models. . Cytokines: Thl cytokines (example: EN-gamma) initiate SLE and Th2 cytokines 



(examples: IL-4, Il-6) promote and perpetuate B-cell activity. 
Apoptosis is programmed cell death. Mutations in apoptosis-producing molecules or 
over expression of molecules that cause lymphocytes to live longer limit apoptosis and 
lead to lymphadenopathy. These changes may allow stimulated cells to survive for long 
periods during which they could produce harmful antibodies. Fas mutations have been 
identified in humans, and there may be reduced macrophage en,dfment of apoptotic 
cells. These cells build up: they may selectively modify self antigens and present 
antigens in such a way that they bypass normal mechanisms of self tolerance. 

Genetic factors . 10% of SLE patients have 1 or more first- or second-degree relatives with SLE. . 15 - 70% monozygotic twins are concordant; 9% @gotic twins are concordant. . HLA-DR2, HLA-DR3 . SLE associated with complement deficiencies; C2 or C4 betero- or homozygote deficient . C4A gene deletion decreases C4A, the "good C4" that binds and hastens metabolism of 
certain immune complexes. The deletion is found in 13-15% of SLE patients 11s 4% in 
normals. . Complement type 1 C3blC4b receptors on erythrocytes are involved in erythrocyte 
processing of immune complexes (IC) and permit attachment of IC through C3b to 
erythrocytes. The IC are transported to the liver and spleen, transferred to macrophages, 
and eliminated. There is a deficiency of these receptors in SLE patients. . 52 pairs of siblings with SLE were analyzed, 5 markers were identified in the lq41q42 
region, an area analogous to the telomeric end of mouse chromosome 1. 

k U  Glomerulonephritis and IgG antichromatin were mapped in this region in mouse models 
of SLE. 

Clinical features 
Lists derived from 2,000 patients17 studies11975-1997: . MORE COMMON: Positive FANA, arthritis, arthralgias, myalgia, skin, low serum 

complement, cognitive impairment, fever, anti-ds DNA . LESS COMMON: Leukopenia, pleurisy, proteinuria, anemia, anti-phospholipid 
antibodies, high level immunoglobulins, pleurallpericardial effusion, lymphadenopathy 

Autoantibodies . FANA - Not specific for SLE, found in at least 6% of women 18-30 years old. . Anti-ds DNA - Specific: Indirect immunofluorescence using C. luciliae substrate; RL4. . Anti-RoISSA - 40% SLE patients, also "ANA-negative lupus," neonatal SLE (dermatitis, 
complete congenital heart block), and subacute cutaneous lupus eyrthematosus. Also 
associated with primary Sjogren's syndrome . Immunoblotting: Sensitive means of detecting autoantibodies. Nuclear extract is 
electrophoresed to separate the antigens by molecular weight. Antigens are transferred to 
paper and reacted with patient serum in a system that stains antigen-reactive 
immunoglobulins. The result is a narrow strip of paper with various visible transverse 
bands. The bands are compared to bands made by sera with known antibody specificities. 

h d  Patterns of bands relevant to SLE and associated diseases are: . snRNP proteins B, B', and D, representing anti-Sm and highly specific for SLE. . UlRNF' proteins 70kd, A, and C, found in mixed connective tissue disease. 



. Antiphospholipid antibody syndrome - Antibodies against negatively charged 
89  phospholipids are associated with fibrin plugging of small vessels, clots in veins and 

arteries, recurrent fetal loss, thrombocytopenia. Antibodies are detected by positive tests 
for lupus anticoa,&ant or positive ELISA tests for IgG andlor IgM antibodies to 
cardiolipin or other phospholipid. The antigen that binds antiphospholipid antibodies 
may actually be a complex formed by beta2-glycoprotein-1 and phospholipid. The 
hypercoagulable state in these patients may result fiom inhibition of protein C activation 
and activated vrotein C neutralization of factors Va and Vma or activation of h late lets bv - 
antibodies that bind phospholipids and protein complexes in platelet membranes. 

Hormones in SLE . In the NZBNZW mouse model of SLE, estrogen and prolactin accelerate disease and 
testosterone is protective. . Old-style oral contraceptives with 2 50 micrograms synthetic estrogenltablet were 
associated with development of positive FANA tests and rheumatoid factor, SLE flares, 
and new-onset SLE. Progestogens do not stimulate SLE. 

. Guidelines for oral contrace~tives in SLE: . Stable or inactive disease . No history venous or arterial thrombosis . No antiphospholipid antibodies . Not a smoker . Normal blood pressure . 5 35 micrograms estrogedpill . Avoid desogestrel and gestodene . Consider progestogen-only contraceptive 

- 
Advantages of postmenopausal estrogen redacement in SLE: . Premature menopause with cyclophosphamide therapy . Longterm corticosteroid use predisposes to osteoporosis, hyperlipidemia, 

hypertension = increased risk of fractures, premature coronary artery disease 

. Caution: Nurse's Health Study (>69,000 women) revealed that women who had taken 
hormone replacement had increased risk of SLE, related to duration of treatment. . Use estrogen replacementlprogesterone when benefits outweigh risks, especially when 
disease is inactive and patient has osteoporosis and cardiac risk factors. Avoid "pushing" 
high-dose estrogen to improve bone mass preservation. 

SLE and pregnancy . Pregnancy is contraindicated if disease is active, anti-ds DNA is elevated, creatinine 
clearance is <50 mUmin, patient is receiving methotrexate or cyclophosphamide. . Appropriate patient management includes acceptance of high risk status of the mother 
(risk of SLE flare) and the fetus (high fetal wastage, increased premature births). . Anti-ds DNA is useful to monitor for active disease. 

b' Serum complement levels are increased in normal pregnancy, decreased in active SLE 
and preeclampsia. . Nonsteroidal antiinflammatory drugs (NSADs) should be avoided because of possible 



premature constriction of the ductus arteriosus and predisposition of premature infants to 

W intracranial hemorrhage. . Active disease should be treated aggressively with prednisone. This steroid, as well as 
prednisolone and hydrocortisone, are inactivated by placental enzymes and have little 
potential to affect the fetus. Cover delivery with stress-dose corticosteroid. Breast 
feeding is permitted in women who take prednisone. . In pregnant patients with lupus anticoagulant/antiphospholipid antibodies who have had 
miscamages or vascular thrombotic episodes, treatment may include daily low dose 
aspirin plus low dose self-administered SQ heparin or low molecular weight heparin. 

Neuropsychiatric SLE . A major cause of morbidity in SLE. . Diagnostic points: Cerebrospinal fluid changes are abnormal in 1/3 of affected patients 
and not specific for SLE. Oligoclonal bands may be present. Lumbar puncture is useful 
to rule out infection. . Computerized Tomography - In acute, catastrophic CNS disease in SLE patient, useN to 
look for atrophy, infarcts, hemorrhage, dilated ventricles. . MRI - May detect fiesh focal lesions associated with abnormal neurological examination 
or seizures. Follow-up MRI may help assess resolution of lesions and response to 
therapy. . Nonprogressive transient cognitive defects ("lupus lapses") - no specific treatment. . Depression and lupus headaches - treat symptomatically. . 

w Psychosis (possibly associated with anti-ribosomal P antibodies) - severe organic 
changes, seizures, coma, and other severe complications such as cranial nerve palsy, 
aseptic meningitis, transverse myelitis, chorea, cerebellar ataxia, cortical blindness, and 
intracerebral hemorrhage require aggressive anti-SLE therapy. 

Renal SLE . A major determinant of disease outcome. . Lupus Survival Study Group (1 103 patients, 1965-1978) - Proteinuria 32+ predicted 56% 
10-year survival; serum creatinine >3 mgfdl predicted 12% 10-year survival. . Standard renal function tests may underestimate the extent of nephron damage because of 
compensation by hemodynamic adjustments and hypertophy of the kidney. . Renal biopsy - Estimates prognosis, allows planning of a rational therapeutic program. 

. World Health Organization classification of lupus nephritis: . Class I - Normal or minimal change . Class I1 - Mesangial glomerulonephritis . Class ID - Focal proliferative glomerulonephritis . Class IV - Diffise proliferative glomerulonephritis . Class V - Membranous glomerulonephritis 

. Diffise proliferative glomerulonephritis (Class IV) has the poorest outlook; 30% develop 
end-stage renal failure within 10 years of the diagnosis. Younger age at diagnosis confers 

W especially poor prognosis. Treatment is offered with high-dose prednisone and IV 
cyclophospharnide (Cytoxan) (CY). 



'reatment of SLE 
Rest, avoid agents that can trigger an exacerbation (UV li& infection, certain drugs, 
stress, fatigue), educate patient and family, refer to local support group, Lupus 
Foundation of America (www.lupus.org). 
NSAIDs: Frequently necessary. ASA may be associated with increased S O T  and SGPT 
and ibuprofen has produced idiosyncratic reactions (aseptic meningitis syndrome, rash, 
fever, abdominal pain). NSAIDs have the propensity to elevate senun crealinine in 
patients with mildly impaired renal function. 
Photosensitivity and skin rashes - Sun avoidance, sunscreens. Hydroxychloroquine 
(Plaquenil) is usually given in doses of 200 - 400 mglday and has a low incidence of 
retinal toxicity if the daily dose is Q.0-6.5 m&9/day. Nevertheless, ophthalmologic 
examinations at 6-month intervals are recommended. 
Low-dose prednisone (0.5 m&g/day or less) . Fever, skin rashes, arthritis, serositis . Given in 1 or 2 daily doses. Alternate day corticosteroids seldom suppress 

symptoms but may be used as maintenance after disease activity is controlled. 
High-dose prednisone, 1.0 m&g/day, or intravenous Soh-medrol . Lupus crisis, neuropsychiatric disease, severe hematologic disease (hemolytic 

anemia, thrombocytopenia), severe lupus nephritis . Split doses initially, give a dose q 6-12 hours. . Taper after 4-6 months, maintenance doses 4 0  mg/day desirable, may not be able 
to discontinue prednisone completely. 

Consider high-dose pulses of Solumedrol, up to 1 gm IV daily for 3 successive days, for 
"rescue" of the SLE patient in crisis. 
In some patients, oral methylprednisolone is more effective than oral prednisone. 
Cyclophosphamide (Cytoxan, CY) or azathioprine (Imuran) . Life-threatening disease not responsive to high-dose cortiwsteroids . Major organ disease which recurs with reduction of corticosteroid dose . Intolerable complications of corticosteroids 
Use of CY to treat severe membranoproliferative or diffuse proliferative 
glomerulonephritis - rationale . In prospective long-term studies at the NIH, patients received daily hi@ dose oral 

prednisone only OR one of the following regimens combined with daily lowdose 
prednisone to suppress extrarenal disease: daily oral aza th iop~e ,  daily oral CY, 
daily oral azathioprine plus CY, or IV CY. Best response was in the relatively 
small number of subjects who received N CY. The best responders to IV (3' had 
moderate renal scarring at the start of treatment. . Fewer infections occurred in oral CY and N CY groups ips prednisone-only 
group. . 15% hemorrhagic cystitis in oral CY group vs 0 in IV CY group. . 17% cancer (hematologic, bladder transitional cell carcinoma, skin cancer) in oral 
CY group vs 0 in IV CY group. . Inferior preservation of renal fimction in prednisone-only group. 

IV CY regimen: . 6 monthly boluses of CY (0.3 - 0 0.5 gmhf.2 for Ccr 10-20 mllmin, higher dose of 
0.75 gmlM2 for patients with better renal function). CY is given in 100 ml NS 
over 30-60 minutes with pre-treatment and post-treatment hydration, Mesna, and 



antiemetics with follow-up blood count after 14 days. All doses take into account 
the previous WBC nadir. . Maintenance N CY is offered every 3 months for 2 years. . Consider previous malignancy, possible development of maligancy, 
contraception, possible gonadal failure, patient compliance, infection 

Other treatments for SLE 
DHEA (Aslera, synthetic dehydroepiandrosterone, Genelabe Technologies . Orphan drug status, not FDA-approved . Abundant, mildly androgenic adrenal hormone. . Consider as a long term steroid-sparing agent for the patient with mild 

disease . Decreases IL-4, IL-5, IL-6 production in mice . Available over-the-counter . Improvement has occurred with dose of 200 mglday, and prednisone dose has 
been decreased. . Side effects: acne (70%), hirsutism 

Mycophenylate mofetil (CellCept-Roche) . Not FDA-approved for SLE . Consider as an expensive alternate to continued high dose prednisone, 
azathioprine, andlor CY for the patient with severe disease; "Cytoxan rescue" . Hydrolyzed to mycophenolic acid, active immunosuppressant 

W . Reversible inhibitor of inosine monophosphate dehydrogenase, a rate-limiting 

enzyme in de novo synthesis of purines . Inhibits lymphocyte proliferation and antibody production . Treatment regimen used by some rheumatologists: 0.5 gm po BID X 1 wk, 0.75 
gmpoBIDX 1 wk, 1 gmpoBIDX1 wk,mayincreaseto 1 gmpoTlD. . Improvement of lupus activity, C4, anti ds-DNA, prednisone requirement has 
been observed in active SLE. . Improvement in renal status has been observed in CY-resistant diffuse 
proliferative glomerulonephritis . Side effects: nausea, vomiting, diarrhea, leukopenia, infections. . Not approved by FDA for this indication. 

. Experimental therapies . Columns: Phenylalanin, immunoglobulin adsorption with sheep antihuman I@, 
Clq ligand coupled to polyhydroxymethacrylate . Hematopoietic stem cell transplantation . Future treatment diiections: Alter gonadal and pituitary hormone levels, 
manipulate cytokines, growth factors, idiotypes, endothelial celVneutrophi1 
function, induce tolerance to DNA, peptides, Ig. 

Health maintenance for the SLE patient 
bd . Prevent and treat hypertension, coronary artery disease, osteoporosis, cancer . Osteoporosis . Stop smoking. Start exercising regularly. 



Daily calcium 1000-1500 mg & 800 U vitamin D 
Follow bone density especially with flares and glucoco~ticoid treatment. 
Consider postmenopausal estrogen replacement 
Supplement vitamin D to keep serum 25 OH vitamin D at high normal 
level 
Thiazides, alendronate, calcitonin, NaFl 
Premature coronary artery disease 
30% of deaths in the Baltimore Lupus Cohort (average age 38 years) 
Independent risk factors: older at diagnosis, hypertension, 
hypercholesterolemia, obesity, SLE duration, steroid therapy duration 
Prednisone dose 5 10 mglday deleterious. Prednisone contributes to high 
cholesterolhigh blood pressure/excess weight. 

Suggested reading 
1. Primer on the Rheumatic Diseases, 11" Edition, John H. Klippel, Editor. Available fiom 

the Arthritis Foundation, 1314 Spring Street NW, Atlanta, GA, 30309 
2. Dubois'Lupus Elythematosus. 5'h Edition. DJ Wallace and BH Hahn, Editors. 

Baltimore: Williams & Willcins, 1997. 
3. Systemic Lupus Elythematosus. 3Td Edition. RG Lahita, Editor. San Diego, Academic 

Press, 1999. 
4. Panush F S  et al, Editors. Year BookofRheumatoIogy 1998. St. Louis, Mosby, 1998 
5. Moore PM, Lahita RG: Neuropsychiatric Manifestations of Systemic Lupus 

Erythematosus. Ann N Y Acad Sci Volume 823,1997. 
b' 6. Petri M, Editor: Pregnancy and Rheumatic Disease. Rheumatic Disease Clinics of North 

America. Volume 23, February 1997. Philadelphia: W. B. Saunders Company, 1997. 
7. Rose LM et al: Apoptosis in peripheral lymphocytes in systemic lupus e~ythematosus: A 

review. Br JRheumatol36:158-163,1997 
8. Tsao BP et al: Evidence for linkage of a candidate chromosome 1 region to human 

systemic lupus erythematosus. JCIin Invest 99:725-731, 1997 
9. Sanchez-Gurrero J et al: Postmenopausal estrogen therapy and the risk for developing 

systemic lupus erythernatosus. Ann Intern Med 122:430-433, 1995 

Sara E. Walker, MD, MACP 
Professor of Internal Medicine 
The University of Missouri-Columbia 
MA 406G Health Sciences Center 
One Hospital Drive 
Columbia Missouri 65212 

Telephone 5731884-9178 
FAX 5731884-5690 
e-mail walke1s@bea1th.rnissouri.edu 



I Coronary Artery I 
Disease in 

.Prevalence of risk factors1 comorbidites 

1 Coronary anatomy I 

Women and CPJ) 

About 2 5  million a o w n  hospifalkd annually 
for cardiovascular problems 

About 500,000 women die annually from 
cardiovascular diseares 

I . About 250,000 deaths from CAD 

US Cardiovascular Mortality 
From AHA: 1991 Heart and Stroke facts I 

(in Thousands per year) I 

Women and men are different!!! 7 

- About equal number of- and women dicof 
CAD annually 

What do Women Think? 
American Heart Association Snrvev 

Today 
62% of women believe cancer is the greatest 
threat for women 
-10% ofsomen perceive h a r t  dir- u gratest 
threat 

Since 1997 
.Knowledgeof heart disease h u  increased from 
34% to 40% 
.Knowledge of stroke has increased from 28% to 
35% 

Greater 

Sex Differences 

Age 

Diabetes 
Hjperteasion 
Aiston. of congestive hean failore 
Atypical symptom 

Less 
Cigarerte smoking 

0 Prior 111 



SexDifferences 
in Presentation I 

0 Late Presentation I 
0 Atypical Symptoms 
0 Hypertension 
0 Tachycardia 
0 Heart failure 
0 ECG changes 

GUSTO II-B 
30-Day Mortaliv Stratified by 

Presenting Coronary Syndrome 

S e x  Differences in Presentinq 
Clinical Svndrome 

I GUSTO IIB 

Adjusted 30-Day Mortality 
and Nonfatal Infarction 
Odds Rafio: Women vs Men 

GUSTO IIB 

ST elevation 

NonSi elevation MI 

I Unstable angina + 
P4.003 

National Registry of 
Myocardial Infarction-2 

Overall Mortalify 
cis- Lb, 1 



National Registry of 
Myocardial Infarction-2 

Baseline Characteristics 
Odds ratio: Women vs Men 

30-59 60-69 70-79 80-89 

Diabua 2.14 1.67 130 1.11 

Hyprtensioo 1.45 1.46 1.53 1.66 

Cimtre  Srnokng 0.96 0.96 0.90 0.59 

Rior MI 0.80 0.72 0.70 0.73 

Rim CHF 1.95 154 1.23 1.17 

Rim CVA 1.73 123 1.02 0.91 

v - c l a ~ w ~ ~ o d  IWWIW.~. 

National Registry of 
Myocardial Infarction-2 

Treafmenf 
Odds ratio: Women vs Men 

30-59 60-69 70-79 80-89 

A$pirin 0.63 0.77 0.88 095 

b b o l ~  0.75 0.84 0.94 0.98 

NO-blockers 0.77 0.90 0.94 1.03 

h @ g m p h ~  0.90 0.84 0.82 0.77 

CABG 0.72 0.74 0.68 0.65 

PTCA 0.83 090 0.94 0.86 

V&CI1IXWlMcd I%%ZII111-ZX 

Gender Differences in 
Complications from 

Thrombolytic Therapy 
Bleeding Complications 

National Registry of 
Myocardial Infarction-2 

Presenting Symptoms and Signs 
Odds rafio: Women vs Men 

30-59 6a69 it-79 S W -  
EIoChatPain 152 132 1-15 1.0: 

Hc~RalolOO 1.62 1.47 120 1.14 

SBPBOmmHg 1.Z 1127 1-W 1.1: 

CHF 151 135 1.16 1-06 

S W  1.67 132 1.11 0.95 

N-Ctmperl29 1.14 1-05 1.02 
ST Eloation 0.77 0.89 1-04 1-17 

Y b o C l l P W i k *  I ( W Y 1 2 I ? . ? S  

Hypotheses to Explain Higher 
Risk in Women 

0 More aggressive disease 
Less eeahnent with established therapy 
Differences in pathophqsiolop). of MI 

0 Differences in coagulatiodtibrinolysis 
Less extensive coronary artery diseax 
Less collateral development 

0 Differences in symptoms and signs 

Chest Pain and lnsianificant CAD 

I Inaccuracies of coronary angio,mphv 
Syndrome X 
Variant angina 
GI etiology 
Other 



HERS: 
Number of CHD Deaths 

Years Since Randomiration 



Sex differences in early and lona term 
result of anqioplasty 

laegendrr innoenred tbe auhome of P K A ,  urly 
raoltrwem eomrred in 705 women md 2374 men. . Women x u e  older (pr 0.01) and bad more onable 
angina (p c O.Oi), clw 3 or 4 mginn W01).  
Women bnd lower an@ogmaphicmrarr nlc(603vs 
662%; p C.01) and bad lower clinical sucres rate 
(56.6% n 623%; 6 0 1 )  
Womes bad more wmplicntioor (273% n 19.4%; 

PTCA rekted mortalily is 6 ti- higher in women 

TIMI Ill Study I 
Women had lower incidence oftreatment with 
beta-blocker, asprin, heparin and nitroglycerin. 
Women less likely to undergo revasrulariution 
procedure than men, they experience similar 
outcome in terms of death, MI, or recurrent 
ischemia by 42 days. 
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Role of Social Worka in Hospice Setting 

Hospice Cars d y  borne b a d  

H q i o s  Facilities forRespiteor'%d days" 

Asrtrrment intmiew ofpatiat md f d y  

Hmpice 
Patisof Family, Pbrjcian malsdcsidao fm HmpieU;t 

Hospice Cars for pltimn aitb limilrd We expxmxy 

Plan is lo sop all r6ix.e mmedicrl m t  

FW on mmfmt cart 
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Wednesdav, 10123102 
,w 

Immediately upon arrival in Moscow I met with Mr. George Russell who was in that city 
for a meeting of the East-West Institute. Included in the Meeting were Nikolai V. Kapranov, 
Country Director for Russia, East-West Institute, and Vasil Hudik, Senior Vice-President, East- 
West Institute, Prague Centre. The purpose of my meeting was to discuss a broad initiative for 
health assistance for Russia in the context of his evolving program for the Russian Federation. 

Dr. Charles Christianson, Dr. Bruce Lloyd and I arrived in Khabarovsk on the afternoon 
of Thursday, October 24. 

Fridav. 10/25/02 Khabarovsk (The itinerary for the trip and for the Khabarovsk portion of 
the travel are found in Appendix A) 

A. Dr. Lloyd met with patients at the Khabarovsk Regional Hospital in the morning 

B. Dr. Christianson and I met at 10:OO AM with Dr. Boris Kopt ,  Rector, Far Eastern 
Medical University, and with his five deputy rectors: 

Dr. Natalia Varonina, Prorector for Postgaduate Medical 
Education and Chairman of the Department of Therapy 

Professor Rud, Prorector for Cultural Issues and Chairman of the 
Department of Pediatrics 

Professor Michael I. Petrichko, Prorector, Science and Research 
and Chairman, Nephrology and Urology 

Professor Vladimir P. Molotchnyi, M.D., Ph.D., Prorector, Medical 
Sciences and Chairman, Department of Infectious Diseases 

Dr. Larissa Zhitinikova, Chairperson, Family Medicine 

This session was devoted to an acknowledgment of the accomplishments 
of the Eurasian Medical Education Program in Khabarovsk, particularly for 
hypertension and cardiovascular disease, and proposals for further work. 

Dr. Kogut described in general terms his aspiration for furthering the 
Family medicine initiatives to additional parts of the Far East - especially 
Sakhalin, Khabarovsk and the Jewish Autonomous Region. This discussion was 
somewhat general and did not appear to be as clearly linked to population shifts 
and trends in economic development as might have been expected. Dr. Kogt's 
conception includes the establishment of privately-funded family practice units, 
available on a fee-for-service basis. 



Dr. Christianson made three proposals: 

- Study and take advantage of the parallels between rural North Dakota and 
rural areas of the Russian Far East 

- Develop creative programs to further professional education 

- Search for opportunities for cooperative research - including comparative 
studies of international experience 

Dr. Petrichko replied that cooperative projects of this sort were very 
appealing in the face of changing economic development. On the one hand, rhe 
Russian Far East is experiencing a net loss of population (although Khabarovsk 
City remains stable). On the other, there are rapid economic changes anticipated in 
Sakhalin and in adjacent Khabarovsk krai. 

Dr. Petrichko proposed three uroiect areas: 

- Opportunities for primary and secondary prevention for persons who work in 
remote areas. He emphasized particularly non-infectious diseases. (Dr. 
Petrichko achowledged the substantial contribution made by our p r o m  for 
hypertension and diabetes.) 

- Opportunities for secondary prevention of cancer 

- Problems of the elderly in the face of a gro'iving population of the aged. It 
would be usehl to take advantage of U.S. experience in gerontolos. 

Dr. Kogut passed on a concern kom the Governor's office of the hazards 
to health and complication resulting fiom chronic exposure to long-b-buming forat 
ikes (smoke, carbon dioxide, etc.), which is common in the Far East. .Any U.S. 
experience would be helpful. (Dr. Molotchnyi expressed his skepticism about this 
problem). 

Dr. Christianson offered to inquire of useful experience and resources 
fiom the American Academy of Family Practice. 

I encouraged this discussion but indicated a dependence on adequate 
funding. 



C. At noon, we all met with an additional group at the Regional Hospital: 

Dr. Sergei Pudikov, Head Physician and Hospital Director 

Dr. Vladimir Bondar, Head Surgeon, Cardiovascular Disease.] 

Dr. Tatyana Polykova, Head Physician and Medical Director 

Dr. Petrichko, representing the Far East Branch of the Russian 
Medical Association 

Dr. Polykova's son 

A surgeon, member of the Board of the Federal Medical 
Assocation. 

Once again, Dr. Petrichko was a very strong supporter of our program and 
a source of constructive ideas for further cooperation. 

Some of this discussion turned around development of further 
professionalism and professional organizations. 

Dr. Bondar announced plans for a new regional cardiovascular center. (See 
Appendix B). Initially, this center is to serve Khabarovsk City and surrounding 
areas with eventual coverage of larger (Far East) areas. 

We were furnished with a list of "needs" for the field of intenventional 
ccardiology (Appendix C). These were grouped under the headings of education, 
research and administration. 

Finally, Dr. Polykova and others inquired about the possibility of a liaison 
of some sort with the American College of Physicians. 

D. Meeting with Dr. Sirotin 

Dr. Sirotin proposed that exchanges for education purposes had perhaps 
reached its useful limit but strongly encouraged finding topics suitable for 
cooperative research. (See Appendix D and E). Dr. Sirotin was particularly 
interested in the possible comparative study of diabetes among the Nanai mbe in 
Khabarovsk Krai relative to other, comparable tribes in the United States 
(Alaska). According to a study recently completed by one of his students, there is 
no diabetes found among Nanai males. Wyabova, T.I., 'Distribution of t p e  Il 
diabetes among native and recently arrived people in Khabarovsk." Dissertation 
Thesis, 2002.) 



Dr. Sirotin presented us with a copy of a recent monograph (Sirotin, B., 
Merenetsky, K.B., and Onshakova, O.V., '?>dogin in a combination drug for 
ulcer lesions in the diabetic stop syndrome." Khabarovsk, 2002.) The fornwd was 
written by Dr. Gerald Bemstein. 

E. Later that aftemoon I met with Dr. Karpenko to review the status of the 
tuberculosis program. Dr. Karpenko was especially complementary about the 
contribution our program had made to the thinking about tuberculosis, especially 
through the visits to the United States. He appeared particularly candid regarding 
the deficits he faced in dealing with tuberculosis: 

- There are one-third fewer TB physicians than needed 

- He lacks funds for transportation, for x-ray equipment and for laboratory 
equipment 

I relayed as much information as was available about the currently 
estimated possibility of a World Bank loan. I indicated to him the possibility of an 
Ex-Im Bank loan guarantee for laboratory equipment and summarized the 
somewhat complicated process for seeking these funds. 

Saturdav, 10/26/02 

'as All of us took part in the Rotary-sponsored health fair ("Day for Family Health") held at 
School No. 80. The decision to hold this fair in a school setting and deal with teachers and pupils 
was apparently reached after a year-long, difficult series of negotiations. The general subject was 
prevention of disease and promotion of health for school-aged populations. 

While this was not what we would have favored for our contribution, in fact, I believe we 
did make a useful contribution. The audience was an estimated 700 students, teachers and some 
parents. (The audience could have been much larger, but was limited by restricting participation.) 

Taking part were local Rotarians, members of the Khabarovsk krai Duma, Dr. Dwight L. 
Snyder representing a Rotary Club in Arizona and representatives fiom the Far Eastern Medical 
University. Particularly outstanding were the President of the Khabarovsk Rotary Club and 
member of the Duma, Mrs. Khukova, and the school principal. 

The morning was devoted to ceremonial activities and demonstrations for the students. in 
the aftemoon, each of Drs. Christianson, Lloyd and Burger delivered hour-long lectures to 
teachers and students: 

- Seminar - "Role of the family in promoting a healthy way of life" - 
Christianson 



- Roundtable on problems and programs for prevention of disease, and 
promotion of health in the U.S. -Burger 

- Lecture on prevention of cardiovascular disease - Lloyd 

Following the health fair, we met at length with Dr. Zhitnikova and Dr. Svetlana Pavlova 
to discuss possible collaborations in family medicine and to plan for further data collection for 
hypertension. Dr. Christianson offered two proposals, both of which were accepted: 

- A joint publication discussing family practice and family practice training in 
the Russian Far East. Authors are to include Boris Kopt, Larissa Zhitnikova, 
and Charles Christianson. Dr. Zhitnikova is to supply details of the lraining of 
family physicians in Khabarovsk. Charles Christianson mill be responsible for 
the writing. 

- Brief exchanges to the U.S. of family practice physicians to the University of 
North Dakota 

- Dr. Zhitnikova agreed to further data collection, following the pattern of Dr. 
Bistrovsky 

Monday, 10128102 

be, A planned trip to Birobijan was canceled because of 3-day-1011% snow and windstorm. 

We met a second time with Dr. Sirotin who agreed to continue the gathering of data on 
registered diabetics from both the Regional Hospital and the whole of the Khabarovsk City. 

Late in the afternoon we met with Dr. Oteva, Chief Rheumatologist. When shown the 
slides prepared for a talk by Dr. Sara Walker in Kazan, she became very enthusiastic over the 
prospect of one or several exchanges on rheumatology issues in Khabarovsk. She would be 
pleased to see one each in the spring and next November. 

Tuesdav. 1 O/29/O2 

At 9:00 AM we met with Sergei Chichanalskiy, Vice-Chairman for Social .4ffairs, and 
the Governor of the Khabarovsk krai, Viktor Ishaev. Mrs. Irina Strelkova apparently m g d  
this meeting. h4r. Chichanoskiy, an engineer by training, has been in this position about six 
months. His office set the agenda for this meeting, which consisted of two items, tuberculosis 
and the extension of our program. He described the new postgraduate training program and 
refurbished facility and invited us to work with that institute. I replied that we would be pleased 
to work with both institutions. He requested a detailed prospective program of our activities. 



Between 10:OO AM and 2:00 PM, Charles Christianson gave a series of talks on family 
bf medicine and saw patients at the family medicine clinic under the direction of Dr. Larissa 

Zhitnikova and her colleagues. 

During this period, Bruce Lloyd and I undertook a similar exercise at one of 5 polyclinics 
associated with Hospital #lo. This complex serves a surrounding catchment area of 16,000 
persons. 

The Hospital Director described a number of creative efforts designed to reduce 
hospitalization and length of stay. 

Dr. Natalia Varonina is Prorector for Education and Chairman of Therapy. 

Before an audience of about 50 persons, Bruce Lloyd delivered a very straightfonvard 
lecture on cardiovascular risk factors and how to prevent them, followed by a discussion of 
appropriate therapy. 

At 3:00 PM, we met over lunch with Dr. Strelkova. This included a candid conversation 
about our continuing relationship with the Far Eastern Medical Center in an uncertain 
environment. We also touched on tuberculosis. 

Mrs. Strelkova was particularly concerned ulth tuberculosis. I left with her a copy of the 
letter-report from our colleagues in Ekaterinburg. On the subject of further cooperation, Mrs. 

bd Strelkova indicated the importance of continuing these exchanges and promised her continuing 
support. 

At 4:00 PM, Anatoli Fomine, Dr. Boris K o g t  and I met with Uri Timofee~ich 
Averianov, Deputy to the Regional Representative of President Putin for the Russian Far East, 
General Konstantin Mulikovsky. Mr. Averianov was accompanied by two of his colleagnes, Dr. 
Kapitomenko and Mr. Prigornev. This was an important meeting as it represented Dr. Rogut's 
responsibilities as Deputy Minister of Health for the Federal Ministry of Health. We were 
strongly encouraged to extend our program to additional areas of the Russian Far East. Finally, 
Mr. Averianov made note of a forthcoming meeting in January 2003 of all of the governors of the 
Russian Far East focused particularly on economic development and political issues. 

That evening, we met with Boris M. Kogut for dinner. The subjects for discussion 
included: 

- Relationships between the Khabarovsk krai health leadership and the Far 
Eastern Medical University 

- Further expansion of our programs in the Russian Far East 

- Possible month-lons residence in the United States of Dr. Kogt 's  daughter 



Wednesdav, 10/30/02 and Thursdav. 10/31/02 
w 

Both of these days were devoted to a conference ("Third Scientific-Practical 
Conference") for continuing medical education in the Russian Far East. (Appendix q. This 2day 
meeting was dedicated to a revered gastrointestinal specialist. Professor L.I. Gellem Sponsorship 
was divided between the Far Eastern Medical University and the Khabarovsk krai Ministry of 
Health. Accordingly, on the first day, the meeting was held at the university, and on the second, it 
took place in the newly rehbished conference facility of the Khabarovsk krai Regional Hospital. 

Each of Drs. Christianson, Lloyd and Burger delivered lectures to an assemblage of 
approximately 250 attendees. The subjects of these talks corresponded to requests made by the 
organizers of the meeting: 

- Charles Christianson - family medicine training and practice 

- Bruce Lloyd - cardiovascular disease 

- Edward Burger - American policies and programs for financing medical care 
and for controlling expenditures 

During the afternoon of October 21, we met with Dr. Oteva, Chief Rheumatologist, 
Khabarovsk laai. She had earlier expressed interest in encouraging continuing medical education 
programs dealing with arthritis and rheumatology. She had had the opportunity to review the 
visual educational material prepared by Dr. Sara Walker for the latter's presentation earlier in 
Kazan. As a result, she strongly urged that we make possible a similar series of presentations in 
Khabarovsk. Her desire was for two separate visits over the next year. 

We departed Khabarovsk at 7:00 PM for return to Moscow. 

Mondav. 11/4/02 

9:00 AM Had an abortive attempt to meet with Tatyana Loginova, Operations Officer, 
World Bank 

10:30 AM I met for a half hour with Ambassador Alexander Vershbow. Joining the meeting 
were: 

Keny Pelzman, Chief, Health Division, US AID 
JefLtey A. VanDreal, F i t  Secretary 
Melissa Sanderson, Science and Technology 



We discussed three ~rincioal issues: 

I took the opportunity to acquaint Ambassador Vershbow with the details 
and accomplishments of the Eurasian Medical Education Program over the past 
4% years. 

I invited the Ambassador to visit one of the regions covered by our 
program during the course of one of our visits. 

I summarized our current involvement in the development of a broad, 
public-private initiative for health for Russia ('Program for Health and Securitgz'). 
This elicited a good deal of interest and offer of assistance. 

In addition, I acquainted him with the proposed h W - h d e d  project to 
determine the implications of the HNIAIDS epidemic on the TB epidemic. We 
also discussed the prospect for borrowing upon selected biological warfare 
resources in Russia for tuberculosis. 

12:30PM I met for an hour with Andrew B. Somers, President, American Chamber of 
Commerce in Russia, and with Tatiana Raguzina, Senior Director, Strategic 
Planning and Policy. Andrew Somers was very enthusiastic about the prospect of 
a public-private effort for health in Russia. He offered the offices of his 

W organization and introductions to some key individuals and firms he believed 
would be important contributors. I was f i s h e d  a series of names for further 
contacts. 

200  PM I met with Ricardo Cabeza de Vaca, Country Manager, Merck Sharp and D o h  
Idea, Inc., and with Tatiana V. Serebriankova, MD, Ph.D. (clinical 
pharmacology), Product Manager. We discussed hvo levels of collaboration: 

- The dovetailing of the distribution of cardiovascular drugs and information 
about those drugs with our C m  activities 

- Contribution to a longer-term, broad public-private program for health 
assistance in Russia Included in this discussion was a reference to the recentlv . 
concluded (7131102) agreement between Secretary Tommy Thompson and 
Health Minister Yuri Shevchenko 

4:30 PM I met with Hugo Edcssen, Director, International Information Department, Yukos 
Oil Co. According to Hugo Erikssen, Yukos is the largest single contributor to 
charitable giving in Russia, supplying 30% of all charitable funding. Yukos is 
interested in fluthering this effort, particularly kin the geographic regions where it 
operates. Yukos would like to have partners in this matter. 



I was asked to provide a prospectus for the Program for Health and 
Security proposal in Russian to which he promised a rapid reply. 

Tuesday. 11/5/02 

I spent essentially the entire day with Boris N. Topornin, Director, Institute of State and 
Law, Russian Academy of Sciences. Boris Topornin has been serving as the key Russian 
representative for the Future of Russia Program and its Balashika Project in the Moscow Oblast 
suburb. We discussed at len-$h the combining of the efforts of the Future of Russia Project and 
the Eurasian Medical Education Program in the evolving Program for Health and Security. 

Wednesday, 11/6/02 

I met in the evening with Dr. Andrei Kozlov, Head, Biomedical Center, St. Petersburg. 
Andrei Kozlov spent two years at the NM working with Robert Gallo. He heads a research 
program, partly funded by h9H, devoted to the development of a successfid ADS vaccine. We 
discussed his collaboration in two projects: 

- An NIH @IDA)-funded project designed to determine the effect of the 
Russian HIVIAIDS epidemic on the TB epidemic 

- The planned Program for Health and Security 



Itinerary for Khabarovsk Visit 
October 24 - 31,2002 

Thursday 24 
15:05 
16:OO 

13:OO -14:15 
14:30 - 15:30 
15:45 - 16:30 
Dr. Lloyd 
O9:3O - 12:OO 

Saturday 26 
09:OO - 14:OO 
After Health Fair 

Meeting at the airport 
Checking in the Parus Hotel 

Dr. Lloyd works at Regional Hospital with patients- 
Meeting with Dr. K o g t  
Meeting with Dr. Pudovikov, Director Regional Hospital, Dr. Polyakova, 
Medical Director and Dr. Bondar Chief Cardio-Surgeon 
Lunch 
Dr. Suotin 
Dr. Karpenko 
Vladimu Yurievich, 372-958,701-646, (m) 779977 
(interpreter provided by clinic) 

Hypertension Health Fair 
Meeting with Drs. Kogt ,  Zhitnikova, Pavlova and Lebedev discuss the 
Family Medicine development between EMEP, UhTD and FESm 

w Sunday27 
Trip to Petrogliphs Welcome 305603,329679.783344 

Monday 28 
Visit to JAR 
08:30 Departure for Biro 
10:30 Anrival at Biro 
1 1:00 - 12:OO Dr. Lloyd's Lecture 
12:15 - 13:15 Dr. Christianson's Lecture 
13:30 - 14:30 Meeting with Dr. Andreev 

Tuesday 29 
09:OO - 09:45 Meeting with Mr. Sergei Alexeeveich Chahonatskiy, Deputy Governor on 

Social Issues 
Family Medicine Clinic 
1O:OO Lecture 
1O:OO - 12:OO Patients 
13:30 - 14:OO Lecture and discussions 
CVD 
10:30 - 1330 Lecture, patients, discussions. 
14:30- 15:30 Lunch with Ms. Strelkova 



Wednesday 30 
Conference for Drs. Burger, Lloyd, Christianson 
Far Eastern Medical University 
09:30 - 14:OO 
11:20- 12:OO Dr. Christianson's presentation on Family Medicine Gastroenterological 

Aspects 

Thursday 31 
CME Institute Conference for Drs. Burger, Lloyd, Christianson 
1O:OO - 14:30 
11:lO- 11:20 Dr. Christianson's presentation on HP 
13:20 - 13:40 Dr. Lloyd's presentation on Cholesterol: management and treatment 
12:OO -12:30 Meeting with Rotarians 

Wrap up and departure 

Proposed meetings with: Meeting with Dr. Oteva, Chief rheumatologist 



THE MANAGEMENT OF 
HELICOBACTER PYLORI DISEASE 

IN FAMILY PRACTICE 

Helicobacter pylori 

s Present in 30% to 50% of adult U.S. 
population 

t Prevalence increases with age 
li More prevalent in minorities, lower 

socioeconomic status 
c More prevalent in people born in 

developing countries 

Patient with dyspepsia 

t Consider immediate referral: bleeding or 
cancer 

r Consider other diseases 
a Medications, especially NSAID's 
r Treat with H2-blocker or proton pump 

inhibitor 

Dyspepsia 

E A very common complaint 
B Epigastric pain, often burning 
c Nausea, gas 
r Relation to meals 
s May be caused by ulcer or gastritis 
a Cannot accurately identify cause from 

symptoms 
r Cannot perform endoscopy on all 

Diagnostic tests 

t Endoscopy with biopsy 
F Urea breath test 
C Serum antibodies 
K (Stool antigen) 

Treatment regimes 

D Proton pump inhibitor twice a day 
c Two antibiotics: 
s Clarithromycin 500 mg twice a day 

Amoxicillin 1 gm twice a day 
Tetracycline 500 mg twice a day 
Metronidazole 500 mg twice a day 

t May add bismuVl subsalicylate 525 mg 
four times a day 



U. S. Urban and rural 
population and physicians 

Medical problems seen 
in rural family practice 

More acute injuries, 
accidents, motor vehf e 

= More obstetrics and & 
~. ~ 

More elderly 
Public health : .' 

Family practice is the main source 
of care in rural areas 

Spedalists mnce 

Physician/population ratios 

Attractions of rural practice 

Wide range of practic 
More independence 

= Small town life 
Lower cost of living 
L e a  mime 
Good for chlldren 
Outdoor acbbes 



Problems 

Stress of constant res 

. Cultural life 

Support for rural doctors 

m Rural medical centers: s ei 
part-time f 
Telemedicine: useful f% em 
trauma (dermatology in'Ar 
Networks for teachi.& a 4  r 

. . 
Internet ? :  ~ 

Policies to increase 
physicians in rural areas 

m Medical school admi 
areas, interested in 
practiticre 
Medical school: dinical exp 
practice, especially intensive 
Residew: . Rural dkical experiences 

Supportive director 
rn Rural residenw backs 



Charles E. Christianson, M.D., Sc.M. 
Department of Family Medicine 
University of North Dakota 
School of Medicine and Health 
Sciences 

n Integration and continuity 
m Preventive medicine 

rn Factors influencing health 
m Render care or refer 
Concern for patient as a whole 
m Continuing relationship 

RESIDENCY TRAINING 

B L O C K  TIME IN SPECIALTIES 

rn OFFICE PRACTICE 

n FAMILY PRACTICE 
CURRICULUM 

FAblILY MEDICISX 
IN THE U X T D  STATES 

m 8 TO 12 - INTERNAL MEDICINE 
m 4 TO 6 - PEDIATRICS 
n 3 TO 4 - OBSTETRICS AND 

GYNECOLOGY 
m 1 EACH - EMERGENCY, 

ORTHOPEDICS, ENT, 
DERMATOLOGY 

m 4 TO 6 - ELECTIVE 

n Development 

m Training 

rn Role in health care system 

Relations with consultants 

GROWTH OF RESIDENCY 



3 & DIAGNOSIS AND MANAGEMENT OF 
ACUTE AND CHRONIC DISEASES 
PREVENTIVE MEDICINE 
COMMUNITY MEDICINE 
HUMAN BEHAVIOR AND MENTAL 

PERCENT OF VISITS FOR 
COMMON DIAGNOSES 

m 7.4% Hypertension 
m 4.8% Upper respiratory infection 
m 3.2% Adult preventive examination 

3.0% Diabetes 
m 2.9% Sinusitis 
m 2.3% Child preventive examination 
m 1.8% Bronchitis 

Consultant care 

n referral *om family 

Limited to area of expertise of 

m Usually does not include preventive 

m Usually for a limited time I 

I Provide primary care 
? i 

m First Contact 
m Comprehensive 
m Preventive 

Continuing 

. . 

ACTMTY HOSPITAL 

86% admit to hospital 
76% newborn care 
56% coronary care 

rn 45% fracture care 
m 37% assist in surgery 
m 32% routine deliveries 

~.X ~ r 
Reasons for consultation 

m Advice about diagnosis andlor 
treatment 
confirmation 
Procedure 

rn Second opinion 
Rarely, ongoing management of a 

; wmDlex condition 



Responsibil i t ies o f  family physician 

Refer appropriately: not too quickly, 
not too slowly 

Provide medical information to 
consultant 

Provide reason for consultation 

COMMUNICATE WITH CONSULTANT 

U.S. Hea l t h  care expenditures: 

120,000 mb les  per person p e r  year 

- b 
Responsibilities of consultant 

8 Review dinical data and reason fw 
consultation 
Provide appropriate diignojicand 
therapeutic care 
Answer the questions of the family physician 
COMMUNICATE WITH FAUILY PHYSICIAN 
AND PATIENT 
Send patient ba& to family physician at 
appropriate time 

Conclusion 
: * 

rn Family pradioe is a grom'ns and vital part of 
American health care 

8 Three year residency prov%es skak to meet 
most of patients needs 

some hospital services 
= Family physicians refer onb 5% of patknts 

Relations with mnsultant zre usualb cordial. 
especially when mmmunicaijons are good 



ERRORS IN FAMILY 
PRACTICE 

Charles E. Christianson. M.D., Sc.M. 
University of Norlh Dakota 

School of Medicine 

Practice-based research networks 

mA group of practicing physicians make 
practices available for research 

m Allows a larger patient base, greater 
generalizability of results 

a Practicing physicians can be involved in 
research: 
-Professional stimulation 
-Community' with colleagues 

Individual errors 

c 23% treatment errors 
- 6%other 
- 17% medication 

r 5% failure to respond to abnormal test 
result 

r 14% lack of knowledge or skill 

Medical error: a major concern 
now in the United States 

c Estimated to be responsible for 50,000 to 
100,000 deaths a years in hospitals 

c Errors often a result of complex systems 
6 A systems approach to error reduction is 

usually more effective than blaming 
individuals 

m Little is know about errors in family 
practice 

Results 

E 42 family physicians reported 342 errors 
r 42% individual error 
r 58% system error 

Process of care 

P 31% administrative tasks 
E 20% laboratory and other investigations 
IF 6% wmmunications 



Consequences 

E 56% None 
E 22% Care delayed or extended 
e 18% Costs increased 
r 25% Health consequences 
- 12% Patient angry, lost trust 
- 9% Patient became or stayed ill 

- 3% Patient hospitalhed 
- 0.3%Patient died (N=l) 



Eurasian Medical Education Program (EMEP) 

Trip Report 

Ekaterinburg 
January 26 - 31,2003 

Visiting Professor: 
Joseph E. Johnson, IU, MD, MACP 
Advisor to Chief Executive Officer, 

American CoUege of Physicians 
Formerly, Dean, School of Medicine University of Michigan 

Richard G. Farmer, MD, MS, MACP 
Medical Director, EMEP 

Clinical Professor of Medicine 
Georgetown University Medical Center, Washington, DC 

Harvey I. Sloane, MD 
Director, Public Health, EMEP 

Formerly, Commissioner of Health 
Dishict of Columbia, USA 



The purpose of the visit was to conduct two seminars for continuing medical education (CAE): 

Ld Infectious Disease and Digestive Disease. This was a result of requests kom the Urals State Medical 
Academy (USMA), with which EMEP has had a profess~onal relationship since 1998, and, in conjunction 
with USMA, has conducted nine previous seminars. Focus subjects have included cardiovascular disease, 
diabetes, and tuberculosis (TB). 

Russian colleagues have visited the US on four occasions for TB seminars, including four laboratory 
physicians who spent on one month in Denver in March 2002, learning laboratory techniques. In 
addition, our Russian colleagues have adopted Directly Observed Therapy (DOTS) pro-gam~ for TB 
treatment by official decree, and they have emphasized treatment to conclusion and transition of TB care 
from prisons to civilian medical facilities. 

Data collection is ongoing in cardiovascular disease, with emphasis on early detection, treafment, and 
follow-up of patients with hypertension. Increased compliance with medications, lifestyle modification, 
and blood pressure control have been demonstrated. 

In diabetes, demonstration of improvement of care for patients with ketoacidosis (the most serious 
complications of diabetes) was documented following CME programs. In addition, there mas - and 
continues to be -- excellent transition care between pediatric and adult diabetic medical senices. 

Because of close collaboration between EMEP and USMA, discussions have occurred concerning 
changing medical problems over the past five years. Specifically, increases in prevalence of Hnr/ ADDS 
and hepatitis caused requests for the current CME program. There were requests for discussions of 
common digestive diseases, plus requests for presentations regarding public health and medical education 
in the US. Accordingly, the two seminars were developed. 

wd EMEP achowledges the close cooperation of Rector Jasterov and Vice Rector Chugev of USM4 in the 
continuing of the EMEP program. 

EMEP also acknowledges the presence of Elena Gurvich, PhD, representative of USAID - Moscow, n-ho 
attended the entire seminar programs. 

Monday, Januan, 27.2003 

Infections Disease Conference, USMA 

Attendance: 102 Russian physicians 

Lectures: The New York Experience with the management of a TI3 epidemic, Dr. Sloane 
Emerging Infectious Diseases, Dr. Johnson 
"The Russian Cross", Dr. Sloane 

The decrease in births and the increase in deaths, leading to a loss of population of 
750,000 people a year. 

Dr. Sloane discussed the TB epidemic in New York City in the early 1990s. A massive effort, including 
the news media and the government, was mobilized. The epidemic came under control wirh the use of 
DOTS and legislation enabling the detention of persons who did not comply with therapy. Completion of 
therapy increased kom 50% to 93% during this program. 

Dr. Johnson discussed "new" and "emerging" infectious diseases in recent years, including Hn'I141DS, 
Legionnaire's disease, the ebola virus, "mad cow" d~sease and West Nile virus. In addition, "old" 



infections - TB, malaria, cholera -- have become more frequent. There are now concerns regarding 

W possible bio-terrorism and use of anthrax, plague, and smallpox as weapons. Factors creating these 
problems include immmo-suppressed patients, antibiotic overuse (resistance), environmental factors and 
decline in Public Health systems. Bacteria are now resistant to some antibiotics, especially pneumonia 
and enteric bacteria. The West Nile virus is the most recent example of an organism that has "mi-gated 
to other areas in the world. 

Dr. Sloane discussed the "Russian Cross" and factors creating decrease in births and premature deaths - 
the mean age of death of a Russian male is less than 60 years. 

Meeting with Rector Jasterov; he is Representative of the Federal Ministry of Health for the Ural Region; 
and Vice Rector for CME, Prof Yuri Chugaev; he moderated and supervised the current E m  seminars. 

The Rector emphasized that USMA and EMEP "developed the programs together" and considers 
important focal points currently to be hypertension and infectious disease. There are 13 million people in 
the Ural region and he is pleased that they have "adopted the US experience" for treatment of certain 
diseases. He is interested in further programs regarding HIVIAIDS because of the increasing prekalence: 
and also "genetic" diseases. He is also concerned over the need for primary care I family physicians, 
"health organization" and public health issues, and CME for polyclinic physicians. We discussed all of 
these questions and expressed enthusiasm in continuing EMEP collaboration. 

Tuesdav, Januarv 28.2003 

Infectious Disease Conference -Day 2 

W Lectures: TB in Russian Prisons, Dr. Sloane 
Antibiotic Resistance, Dr. Johnson 
Medical Education in the US., Dr. Farmer 

Dr. Sloane described his experience during visits to prisons in Sverdlovsk, Tatarstan, and the Jewish 
Autonomous Republic. He observed that the major problems encountered were: 

1. Resources 1 facilities 
2. Drug availability 
3. Infection control within the prisons 
4. Quality of the laboratory. . 

He noted that about 10 % of prisons have TB and that 25 % of those are drug resistant Completion of 
therapy and transfer to civilian medical facilities are significant impediments to successhl treatment. 

Dr. Johnson discussed antibiotic resistance and hospital-acquired infections, which are related problems. 
Failure of hand washing is the most common cause; also needle sterilization deficiency, infected catheters 
and IV tubes, and lack of isolation of patients. This is a worldwide problem that must be addressed in 
each hospital, empiric antibiotic therapy is quite appropriate but should be based on frequency of 
organism responsible for the infection. Target patient audiences for special attention include children, 
elderly patients, and those who are immunocompromised. 

Dr. Farmer described the medical education process in the US., from undergraduate to CME and 
discussed the differences and similarities with Russian education. There was considerable interest by 
audience members. 



Meeting with Russian physicians who studied in the TB laboratory in Denver in 2002. They are 

\rcl responsible for bacteriologic control in the Ural region as well as education of other microbiologists. 
They described an organized course with syllabus and "hands on" laboratory work. They developed 
standards for culture, sensitivity, and infection control. They have published an article based on their 
experience. Drug resistant TB is about 5 % in civilian patients and about 15 % in prisons. 

Dr. Chugaev noted that he has now trained more than 500 physicians in DOTS treatment. 

All expressed gratitude to EMEP. 

Meeting with Prof. Archipov regarding data collection in hypertension. Following completion of three 
series of lectures by EMEP visitors, data was collected to determine effectiveness of CME. In addition, 
Prof. Archipov developed "hypertension schools", that are seminars for patients, discussing lifestyle 
modifications and compliance 
with therapy. There are now 6 schools in the city, using a similar format. There are 8 lectures by 
physicians, with 8 - 15 patients in each class. Each lasts 2 hours. There are also lectures that are given to 
patients and include up to 150 in audiences. Emphasis is on diet, exercise, alcohol, smoking and 
cholesterol lowering. They have been following 150 patients for more than one year and data are 
included in this report. Blood pressure control and compliance with medications have dramatically 
improved. An interesting aspect is "hypertensive crisis" this is unusual in the US., but there are 20;000 
ambulance calls a year in Ekaterinburg (population 1.5 million) for this condition. 

In the evening we met with Dr. Lev Grinberg, who was involved in the anthrax accident in 1979, He and 
Dr. Johnson had a very interesting discussion of this event 

i d  Wednesday, Januaw 29,2003 

Gastroenterology Conference - 1st day 

Audience attendance - 94 physicians 

Lectures: Inflammatory Bowel Disease, Dr. Farmer 
Hepatitis, Dr. Johnson 

Both lectures were in-depth discussions of important chronic illnesses and there was considerable 
discussion from the audience. Prof Tamara Pomkova and Dr. Sergy Kuzmin, Head of Colonproctology. 
were prominent discussants. Dr. Farmer discussed current treatment, medical and surgical, for 
inflammatory bowel disease. Dr. Johnson described the evolution of howledge regarding wrious forms 
of hepatitis and that chronic hepatitis C was now three times more common than B in the US., as many as 
75 % of cases. Treatment of hepatitis C is complex but there is a vaccine for hepatitis B. Hepatitis -4 in 
the U.S. is much less of a problem than those forms which are blood bourne, and therefore related to N 
drug use and HN /AIDS. Dr. Sloane also commented on this aspect of transmission and public health 
efforts in prevention. 

Meeting with Dr. kina Zaikova, chief physician for pediatric diabetes. 
She noted that EMEP lectures had been very helpful and that they were still using the materials from 
EMEP, given 3-4 years ago, as an example of "sustainability" of the program. 
She described pediatric CME needs relating to growth delays, genetic diseases and reproductive 
problems. She would be interested in visiting professors with these interests. 



Meeting with Prof Shilko, Vice Rector of Scientific Research. 

ei He discussed the need for a hospital dedicated to care of HIV I AIDS pahents and the organization of 
such services. He is also interested in "ecological factors" in disease and would like ><siting professor 
input. In addition, emphasis on cardiovascular diseases (the leading cause of death) is important. 

Thursday, January 30,2003 

Gastroenterology Conference - 2nd day 

Lecturer: Gender differences in digestive disease, Dr. Farmer 
Upper Gastrointestinal inflammation, Dr. Farmer 
Public Health in the U.S., Dr. Sloane 
Comments, Dr. Johnson 

There has been great interest in the differences in frequency, clinical characteristics, and response to 
therapy among men and women with digestive diseases, particularly chronic intlamrnation. With the 
development of the office of Women's Health Research at the US.  National Institutes of Health (NH) 10 
years ago, there has been much more research, particularly relating to safety and efficacy of drugs in 
women, including pregnancy and breast feeding. 

Upper gastrointestinal inflammation affects 15-20 million people in the U.S. and is of s ea t  interest, 
because of the fiequent presence of Helicobacter pylon as cause of inflammation, as well as pre- 
cancerous changes that may occur. There was considerable discussion regarding the most effective form 
of therapy and much audience participation. 

ty, !lr. Sloane described the 10 most significant public health successes in the US .  in the 20th century - 
including infection control and vaccination I immunization, use of seat belts, anti-smoking programs and 
public education. 

Dr. Johnson commented &om his perspective as an infectious disease specialist and educator. 

At the completion of the program, evaluation questionnaires were distributed to audience members @oth 
programs). These were collected and will be tabulated in order to assess effectiveness of the program and 
for future improvements. 

Meeting with Olga Nechaeva, chief of TB for Sverdlovsk Oblast and Yuri Chugaev, director of TB 
education. They discussed the very significant impact of EMEP programs and visits to the US.  They 
now use DOTS, 500 TB physicians have been trained, and completion of therapy for TB has increased 
from 40 % to 70 %: Drug-resistant TB had increased but now has come to a plateau, both believe due to 
EMEP program. TB in prisons has decreased slightly. There are now 200 patients with HIV 1 .IDS and 
TB. They both were highly complimentary of EMEP and its contributions. 

Meeting with Dr. Chugaev and Dr. Gunich regarding future plans for EMEP. Dr. Gunich emphasized 
the importance of "sustainability" and the long-term benefits of CME fiom EMEP programs. She nishes 
more involvement of "healthcare leaders" and public health leaders. She also encouraged EM33 to be 
"involved in their educational programs" as we have with USMA. She is interested in EMEP curriculum 
material that could be available for more widespread use in CME. It is her opinion that "sustainability" 
will result fiom "training the trainers" and involving medical and public health "decision makers." 



Dr. Chugaev emphasized "collaboration" between USMA and EMEP and noted that the concept of 
"trainers" visiting the US. could be expanded to other subjects besides TB. We discussed this susestion 
in detail. He believes CME priorities are cardiology, diabetes, TB, HIV I AIDS, public health and nnal 
health. 

Comment: This visit, fiom EMEP perspective, was excellent. The organization by EMEP coordinator, 
Dr. Maria Syrochkina, was superb. The involvement by Dr. Elena Gurvich was of great value to the 
program, and the collaboration of Dr. Chugaev was excellent. From EMEP perspective, the lectures were 
very appropriate and Dr. Johnson made a great contribution. 

Richard G. Farmer, MD 
Medical Director 
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JANUARY VISIT PROGRAM 

r Date 1 Time I Events I 

I I / ner, resting in the hotel 

f 

I 2.00 (2701) I Dr. Sloane's arrival from Moscow 

27.01.2003 / 8.00-9.00 1 Breakfast and picking up at the hotel b 

26.01 .ZOO3 

1 
I 

' 9.30-16.00: First day of the ID conference (Kluchevskaya, 17; Act-hall): 
I 
i 9.30-1 1.30 J AIDSIHIV. Dr. SIoane 

22.00 

ll.30-13.3O J New infection diseases. Dr. Johnson 

Arrival day: arriving from Frankfurt; going to the hotel; din- I 

Lunch I 
J Russian Cross. Dr. Sloane 

Meeting with Prof. Chugaev and Rector (Repina, 3, the Main 

building of the USMA educ. centre) 

Dinner with Dr. Chugaev and Dr. Grinberg at the restraint 

Back to the hotel 

Breakfast and picking up at the hotel 

Second day of the ID conference (Kluchevskaya, 17): 1 

J Tuberculosis in Russian prisons. Dr. Sloane 

J Postgraduate education in USA. Dr. Farmer 

Lunch 

J Continuing medical education of Russian physicians. 

Dr. Sloane 

Meeting with Prof. Archipov (Hospital 33) 

Rest at the hotel 

Opera or ballet or concert (classical music) 

Back to the hotel 



Breakfast and picking up at the hotel 

First day of the GI conference (Kluchevskaya, 17, Act-hall): 

J Inflammatory Bowel Diseases: ulcerative colitis anc 

Crone's disease. Dr. Farmer 

J Hepatitis - the overview. Dr. Johnson 

Lunch 

Meeting with Prof. Postnikova (the GI person) 

Meeting with Zaikova (the children diabetes person) 

Meeting with Prof. Sokolov (?) 

Rest at the hotel 

Opera or ballet or concert (classical music) 

Back to the hotel 

Breakfast and picking up at the hotel 

Second day of the GI conference (Kluchevskaya, 17): 

J Irritable Bowel Syndrome. Dr. Farmer 

14.00 I Leaving day. To the Airport. 

J Gastroduodenitis, ulcer disease and helicobacteriosis. 

Dr. Fanner 

Lunch 

Meeting with Chugaev and Nechaeva for M e r  planning 

Rest at the hotel 

All-come dinner at the restraint 

Back to the hotel 

I 



Eurasian Medical 
Education Program 

Continuing Medical Education for 
Russian Physicians 

American Callege of Physicians- 
Amaim Society of Intcmal Medicine 

Richard G. Farmer, M.D., hiACP 
Medical DirecIor 

Medical Education in the 
United States 

2. Medical School (MD deereel 
- Ages 22-26 (4 years) 
- OAen diffaent location i h m  undRgradua1.e 
- Fim 2 years basic science- IecNres, laboratory 

work, inmduction 
- 3" and 4& years - "clinical" in hospital and 

outpatient settins 
- Progressive patient ~spombility (with 

supavision) 
- Exams, standardized national testing 

Medical Education in the 
United States 

Medical Residencv Features 13 vearsl . Hospital (3-padeot) 
- ~ ( f d m m m d t  
- CncF&-tk 
- Saims(*jm-(n-c~(* 
- i n t ~ ~ m l r p l q i ~  
- G l a n d R d P r c n n c r )  
- ~ t i d c m g w  . Ambulatwy (Out-patient) 
- Condouiryshic(same~m~o~=dme) 
- Core an icohrm (24 ma& qrk) 

Medical Education in the 
United States 

1. Undergraduate -College or Zr'niversitv 
- Ages 18-22 (4 years) 
- Science comes, history, lilaanm, ma& language, 

unting; AB, BS degr~% 
- Apply to medicat r h w l ( l 2 5  in US - avmge size 

ah01 1001year) 
'Accep laocbrudon@adesb~~~rodr tnmnfhod 

mc plw q&em. icmmMS 
'Appmxinatrly l io 6 a c q n d  
.Con about S 2 S . m  pcr y m  

Medical Education in the 
United States 

3. Internship and Resideno (4 wars) 
.Ascr 2630 

- I, , ldnrd i~ inacdDaNasp5ahk 
- Fnrm.lydcin 
- SLrgmymdDaNad 
- Padia~mdDaNarpccialticr 
- Rndbl0gy 
- Pahlogy 
- Ane5ksbbgy 
- Neurology 
- P . q ~ b u s  
- Dcrmamlogy 

Medical Education in the 
United States 

Medical Residencv Features. cont . Elective Ro-: SWfic Dirarror Clinicd S i w - ( ~ 5  
- R a d m ( ~ * ~ . ' a i s . m s a ,  . C0dermca 
- ~mrrnlavb 
- CPC - Subspccialv Roiao'oas 
- C u & w . g ~ y . ~ .  b&+s- 

bmnmbs-w. -w, e - Bimrhia 
Clinical InvenigariowRd . ffiliued Hospiials 



Medical Education in the 
United States 

4. Snrgical S~ecialties . D d o n :  4-7 years (ages 27-34) 
- Gtncnlrmgry 
- n m c i c Z O T ~  
- Cardio-lu 
- X ~ ~ m a m g o y  

- Onbopedia 

- w=bw 
- Urnlogy 

- Op-QY 
- OtolWo€dow 

Medical Education in the 
United States 

6. Continuine Medical Education 

- Confaences, lectnres, seminars 
- Duration: days or weeks 
- Reqirwent generally 50 hours over a 2 year 

period 

Medical Education in the 
United States 

Repolation, cont 
2. Certification of Specialty 

- National exam by specialt). organizations (NOT 
govcmment) 

- AU specialties, including g e n d  practice, family 
medicine, primary care, as well as uaditional 
specialties 

- Tim limited; renew with exam 

Medical Education in the 
United States 

5. Medical S~ecialties IFeUowshi~) 
h t i w :  2-4 years (ages 30-34) 
- Cardiology 
- GamanlcmlOgy 
- Pulm0naryiC"ticalCarc 
- H~mamlogylhcology 
- Nepbrology 
- Endcabology 
- Infecti~urDiwarcr 
- Rhclrmarology 

Medical Education in the 
United States 

Regulation 
1. Licensure- to pnclice medicine 

- Givm by individual stales and mmed ti- 2-3 
Y- 

- Pass exam; obain CME 
- Ethical standards (license can be revoked by mte 

- S u p i s i o n  by Medical Board of Phpiciam and 
othaz 

m 

Medical Education in the 
United States 

Repolation. cont 
3. Medical Sebools and Residency 

- R o p m  are acaedited by u a u d  organiraticn - 
private, NOT govemmm: 

- Smdzds are developed and mimed 
- 425 pro_- in laraaal Medicine 



Core Clinical Competence in 
Internal Medicine 

1. Patient Care 
' A ~ l h p ~ ~ ~ p ~ ~ l i l i 4 V c . ~ ~ ~ t  

2. Medical Knowledge . Critical rmua", b2riC.d diiId*E 
c m c a l p r m ~ r m - m s w i  drr irmm~ldng 

3. Interpersonal and Communication Skills 
4. Professionalism 

' Ethical~Mirr~mrnpUdoq-lunw 

5. Pnctic~Based Learning and Improvement 
6. System-Based Practice 

CMlnuif)-or- 



Inflammatory bowel disorders: 
Crohn's disease and Ulcerahve colitis 

American College of Physicians- 
America Society o f  Internal Medidne 

Richard G. Farmer, M.D, MACP 

Medical Direetor 

Epidemiology of IBD 

I . Peak onset: 15 to 25 years of age 1 

Incidence increased in industrialied nations 
from 1970 to 1990 

w 

"- 
-̂ UC: Location and Extent 

0 Second peak incidence: 50 to 65 years of 
age 
Approximately equal between males and 
females 

1 = 
Epidemiology of IBD 

1-2 million IBD patients in the U.S. 

Equal incidence of ulcerative coltii and 
Crohn's disease 

Approximately 10.000 new cases 
diagnosed annualv 

Ezzz 
Genetics of IBD 

10-30% of patients have a positive family history 
of lBD 
IBD is likely a complex, norrMmdelii genetic 
disordsr 
Monozygotic Wins - often share d'lseass pattern 
and age of onset 
-Concordance - CD (5%) > UC (6%) 
Genome search - loci on chromosomes 
12 and 16 mnfirmes 

.Ls",'L*llX..BMd,M.YX 
HUC*.L,.*).IpLI,s 

- 
B""aa" CD: Location and Extent 



I hrnmnrq -- Colon Cancer in IBD 

Increased risk for colon cancer in UC and CD 
-surveillance i f  >8-$O yr. duration 
-uniform distribution, multiple areas involved 
-higher grade malignancy when detected 

Confirmed dysplasia 
-in flat mucosa-"high grade" should resect; 

"low grade" may progress to cancer* 
-in polyps - can be resected and managed 

conservatively2 

b- 
-0irUre Refractory IBD 

Dafiniwn: Persirtence of clinical, endoscopic or hbtologic 
manifestations despite adequate doses of oral (4.8 grmd) and 
topical 5-ASA and stemids (4060 mgld prednirone)- includes 
patients -0 ace umbk to taper stemids aner initial remidon* . Considentiow: Stenosis, futula, abscess, cancer, infection, 
drug hypersensitivity 

r Prognosir: 60% of stemid-irtant patients require surgery 
30% of steroiddependent patienk require surgery' 

mmnrq -""" Differential Diagnosis 
of CD 

Lymphoma 

Infectious etiologies 

Appendicitis 

Diverticulitis 

Carcinoma . UC 

Celiac disease 

( Natural Courses o f  CD - 
The Facts 

( . Nearly 80% of patients requiresurgerywithin 20 
years of onset* 
Recurrence within 6 years of surgery: 90% 
endoscopidndiologic, 58% symptomatis 
20% of patients fnated with steroids fail to 
respond after 1 year 
36% of patients are unable to discontinue stemids 
due to rapid recrudescence3 

' - ! A . m , e . L ~ ~ m  
2 4 d d P S . n . L ~ l ~ U I U I  
Y..Sk&F,*.LC-rb_Y4,,,, 

I w 
-n'" Differential Diagnosis - 

of UC 
Infection 
Ischemia 
Diversion, pseudomembranous. 
or radiation c o l i  
Physical agent 

Immunologic etiologies 
Systemic disease 

CD 
0 Irritable bowel syndrome 

~~ 
5 A S A  Summary 

m t h t h w a p y  for IBD 

More EASA is better: Optimize dose 
mAsacol -4.8 g d d  
mPentasa -4.0 g d d  

Combination therapy improves response 

Dose neededfor rern'ksion may equal dose 
needed for maintenance 



n-m 
sad- Principles of 

Corticosteroid Therapy 

0 Cortiwsteroids are rarely used as monotherapy 

If clinical response to initial therapy is 
inadequate, add wrtiwsteroids early 

D o  not underdose cortiwsteroids 

I f  oral wrtiwsteroidsfail, change to intravenous 
wrtiwsteroids . Cortiwstemids are not maintenance drugs 

Toxicity: 6MP . Overall toxicity 15% 
-Pancreatitis 3.3% 

-Bone marrow depression 2% 

-Plllergic reactions 2% 

-Drug hepatitis 0.3% 

-Infectious complications 7.4% 

w"ei- 
hamnq Surgery in UC - 

Procedures 
Subtotal colectomy with ileostomy - nutritionally 
deprived, elderly, high risk 
Elective second stage 
1. Proctectomy (completion) 
2. Ileal pouchanal anastomosis 

m5% pouch failure 
50.4 pouchitis (10-45% become resistant to 

antrbiotics) 
=Surveillance for dysplasia needed 

3. Ileo-rectal anastomosis (rare) i f  poor surgical risk 

I Osteoporosis in IBD 

Incidence 20% to 30% 

- Corticosteroid use, dose, and duration i w n t  

- May occur in absence of corticmteroid use 

- Pathophysiologie wnsiderations (smoking. 
amenorrhea, exercise status, etc..) . Carticosteroid-associated bone loss occurs earty 

.All IBD patients should have bone density scanning . Prophylactic use of calcium. vitamin D. 
bispho~pho~tes, nasal calcitonin 

- 
~ a r ( -  Surgery in UC - 

lndications . Urgent indica-ns: massive hwnorrhaQe, perfontPn or 
rnediil faiiure 
Non-ernement indicatians: 
- suspected carcinoma or confimPd dyspk+ia 
- Debility and intokrablestemid rids effects 

- GmWm failure in children 
- Distal s d i  with poor quality of life on mar% the- 

- 
-OaU.. Surgery in CD: lndications 

Failure to respond t o  medical therapy 

Management of complications 

-Strictures 

-Fistulae 

-Perforations 

-Perianal disease 

-Cancer or precursors 



-- Anti-TNF for Fistulizing 
Crohn's Disease 

Randomized controlled trial of cA2 vs 
placebo in 94 patients with fistuliing 

I Crohn's 

I 0 Endpoinr 250% closure of open fistulae 
(90% perianal, 10% abdominal) 

0 Infusion of study drug at 0,2, and 6 wks 

-o,r.L K~,IIH.',Iw+ 



Eurasian Medical 
Educaaism Program 

Gaslroduodenitis, Ulcer and 
Helicobacter pylori 

American College of Physicians- 
Amaican Society of Jntemal Medicine 

Antisecretory Drug Regimens for 
Treatment of GERD (cont.) 

PPIs - Nonerosive or erosive GERD 
- Omepraxole 20 mg daily 01 20 mg Wicdday 
- Lansoprazole 30 mg daily or 30 mg W i d d a y  
- Rabeprazole 20 mg daily or 20 mg W i d d a y  
- Panto-le40 mg daily or 40 mg lvidda3y 
- AU administerd daily before W a .  second dose, 

ifnecessary should be given before evening meal. 

Richard G. Farmer, M.D, MACP 
Medical Direstor 

Treatment of Gastroduodenal 
Ulcers (cont.) 

Revention of NSAID-induced ulcers . Misopmstol 
- At lean 2M) pg 3 t i d d a y  . PPIS 
- 0mep-1e 20 mg 
- Lanropmle 30704 
- Rabeprnk 20 mg 
- Patop-1e 40 mg 
- AUa- redybefore b e  

In g a d ,  duodenal ulcers shouldbe mated for 4 
weeks and gastriculcas for 8 weeks. 

Treatment of Gastroduodenal Ulcers 

Active d e e r  
Hz-receptor antagoniN PPIs - Cimetidine 800mg Omeprazole 20 mg 

Ranitidbdnizatidine - r+nwmramle30mg 
300 mg - RabcprazoleZOmg - Farnotidine40 mg - Patoprazole4Omg . AU administad AU admininaed daily 
between ihe evening Wore breakfast 
meal and bedtime 

Antisecretory Drug Regimens for 
Treatment of GERD 

Preferred Therapies for H. pylon 
Infection 

Twices day PPI or ranitidtoe birmnth ciuav (RBC) 
+le thmpies' 
APPIorRBC 
Plus 2 of: amoxkillin 1 g, clarithrom)cin 5W mg. 
or m e t m n i h l e  500 mg 

=The data suggest that &ere is no di5-cebaneen 
RBC and PPI triple thaapia whm iheH. m.lori 
an searitive Thae may be a slight admnlage for 
RBC triple thaapicr wben rrsistan~ H. pylori an 
PrescnL 



Barrett's Esophagus 

Frequency: 10% to 15% of patients with 
GERD symptoms who have endoscopic 
examinations - Pathogenesis: GER injures squamous 
epithelium and promotes repair by columna 
metaplasia 

EPIDEMIOLOGY 
Risk Factors for H. pylon Infection 
- Low socic-economic R ~ N S  

Binh in a developing country 
Crowded living conditions - Sharing a bed as a child 
Absence of hot water tap in home 
Poor sanitary conditions 

El. Pylon infection I 
Metaplastic epithelium 

1 
Dysplasia 1 

Barrett's Esophagus 
Cancer Risk 

+ Barrett's exophagus is major risk factor for 
esophagal adenocarcinoma 
Cancer risk associated primarily with 
intestinal metaplasia 
Incidence of adenocarcinoma in patients 
with Barrett's esophagus: -1% per year 

GASTRIC MALT LYMPHOMA 

MALT: Mucosa-Associated Lynphoid 
Tissue 
- A  bmia reactive proce~  condmhg of 

lymphoid fo!Jicls 
MALT LYMPHOMA: monoclonal 

proliferation of neoplastic B-lymphocy~es 
infiltrating gastric glands (lymphoepithelial 
lessions) 

NCCDS 
Crohn's Disease Activity Index (CDAI) 
- Diarrhea - Abdominal pain - G a d  well-being - Em-intestinal complications 

Use of opiatanomotil for diarrhea . Abdomiml maa . Hematonit 
Bodywieigbt 

- 



Demographic Features of 
Inflammatory Bowel Disease 

. world wide, especially Wenw populations . Infrequent: Undadeveloped couiries 
Id. Dysmtay High Incidence areas . Incidence: Crahn's disease increasing* 
Ulc. Colitis stable - Moreurban, Industrialized than d . More white tban colored (but races) - AII ages- esp. chil&m, teenagers 

More Jewish - but all gmups 
Familial incidence- ulc. C. 20%. Crohn's d. 40%,, 

-,-*,la=.- 

Management of Crohn's Disease in Adults: 
Mild-moderate active disease 

- Ileal, ileowlonic or colonic disease is 
treated with an oral aminosalicylate 
(sulfasalazine 3-6g daily or mesalamine 3.2- 
4.8g daily in divided doses) 

Alternatively, metronidazole 10-20mgkgld , 
cao be adminktered and may be effective in 
a proportion of patients not responding to 
sulfasalazine 

!, 

Maintenance Therapy 

- Com'castmids should not be used as long-urm 
agenu to prevent relzpse of Cmbn's disease - - Maalamine or szatAiop1ind6 mucaptopurinedo 
providemaintmancebenefiS and shouldbe 
considad for patienrs rsponding to acute 
medical intBVmtion - Mesalamine should also be cansidered toreduce 
tbe likelihood of recurrence of surgical resection 

Indications for Surgery in Crohn's Disease 
llmsolis patlcm 

Iolrmhal abrmrtiao 
Internal fist"!= and lbwen 
Pe,kml diwas=, rs\m 

S d  bo\\.cl p a m  
1ntpfinal obmucdos 
In~l&"!=andabwsr i  

Colonic p a m  
To* mcgrcolan 
Inmnal&"!= 
S r k a m  with obmucdm 
Psriaoal diwsw. rc%m 
pmr -se m did m y  ad chronic d k b W  
&&OO 

I Moderate to Severe Disease 

. Afta infection or abwss are excluded, patimu 
witb modate-severe pentation are mated nitb 
predenisone40-M)mgid ma 
resolution of symptoms and rrsumption of =i&t 
gain (generauy 7-8 days) 

Prognosis for Patients with 
Inflammatory Bowel Disease 

I .  Time from symptoms to diagnosis 
2. Age at onset: childhood, prepubed, 

adolensces, adult 
3. Severity of onset: acute, insidious 
4. Location of disease: procdtis, pancolitis; 

ileitis, ileocolitis 
5.  Symptoms: diarrhea, bleeding, pain, 

weight loss, fever, aduitis 



Prognosis for Patients with 
Innammatory Bowel Disease 

6. Duration of disease and complications: 
chronicity, fistulae, obstruction, etc. 

7. Dysplasia/cancer 
8. Medical therapy and response: type, 

duration, side effects 
9. Surgery: type, frequency, amount 

resected, recurrence 
10. Quality of life 



Eurasian Medical 
Education Program 
Richard G. Farmer, MD, MS, MACP 

Medical Diredor 
Clinical Professor of Medicine, Division dGasmxnterology 

Georgetown Uoivenity Medical Center 
Washington, DC 

Ammican College of Physicians- 
Ametican Societv of Infwal Medicine 

~ E M E P  
Inflammatory Bowel Disease @3D) 
Crohn's Disease: 20% more wmmon in women 
Ulcerative Colitis: 20% more common in men 

Depression and irritable bowel syndrome (more 
common in women) - Women are more compliant with medications 
C o r t i m i d  - induced osteoporosis (more 
common in womm) - Pregnancy and IBD 

bigestive Diseases in Women (cont.) 
3. GallstaneDisease I 

- Affenr 20 million people in US 

- Twice as common in women 

- 500, 000 c h o l e c p t e c t o m i ~  
- Role of estrogens on cholesterol in liver 

- Inhibition ofmoriality in pregnancy 

4. NonSteraidal Anti-1nflammaton.Dru~s fi'SAIDs) 
and P e ~ t i c  Ulcers 

Aspirin and ibupmfm used more by women I 

VEEP 
Irritable Bowel Syndrome (IBS) 
Most wmmon diagosis m gamoentmlog. (1%) - C~rerin fir diopnosir: abdominal pain, plus 
frequent bowel movements, often liquid and 
with mucus, pain relieved by bowel 
movements, abdominal distension 

Three timer mare frequent m m-omm, np to 2% 
prevalence 

Physician V ~ I S  by womm are 3 tima more than mm 
D&5rDj;sa&s&ce5 
17377%. 2m 

Digestive Diseases in Women 
1. Colorectal Cancer - third m m  comma ma 

m theUS (afrer hmg and b m )  
- 30,000 deaths among w o r n  m US arm+, far 

more than h m  -4 ranar 
- Slight maleprepondaana 0 1 4  

2. IrritableBowel Disease 
- Affects 15.20% ofaomdo in US 
- 3 rimes more \vmm than mm 
- Awage l w  h m  work is 13.1 da)si?m 



Digestive Diseases in Women (cont.) I 
6. Osteo~orosis 

- Affects 25 million people in US I 
- 1 million fiachues, especially inpost- 

menopausal women 

- IBD and heatment with cordcosteioids 

- Chronic Biliary Cirrhosis 

Digestive Diseases in Women (cont.) 
8. Motili* Disorders 

- Peptides 

- Vksedhypersensitivity 

- Menstma1 cycle 

- Environmmralsmssors 

Leading Causa of Momlity 
,,,, of Women in the US. 

Digestive Diseases in Women (cont) 
7. Dieativc Disease Durine P r m a n o '  

A. Chronic Condin'ionr 

- IBD - Relapse, remision, thsapy, dlagwmic 
P&= 

- Gallstones and Panmatitis 

B. Pregnancy$mproms- nmrr&vmiling 

- Acute faUy live ofprrgaaacy 

Digestive Diseases in Women (cont.) 
9. Inflammator\. Bowel Disease and P m a n m  

- Fmilityofwomm aitb IBD is m-d 

- Abom it3 of IBD patimrs =lapse dming 

- IBDpowreolhrearrothtfem 
- Maalam'ie is safe dming p q - q  

- Re-ttnn bid (37 a&) is mxe mmmm 

- Brean feeding is safe airh me=&mktkcsq+ 

w OTw-3 H& R c 5 s ? a  rn rn 



Safety of IBD Medications During 
Pregnancy and Breast-Feeding 

Rqmnc)' S.IdyDurinp 
CatRom B--Fd,ne 

B 

Inflammatory Bowel Disease 

Inflammation mediated bv a1~ba-l-inteprins 

- Treammt with selective adhesion-molecule inhiitor 
natalizumab . Infusions 3-6m& four weeks apart 
Use of CDAl for response . Results similar to tumornecmsis factor fibitor 
(infliximab) 

.>EDL*m 

Safety of IBD Medications During 



Continuing Medical Education for 
Russian Physicians 

Harvey I. Sloane, IMD 
Director, Public Health 

For the last 100 years, New Ymk City has beeo 
the hew ofthe United Stata for mberculosis 
~ * o l  because of a larger concenmtion of 
Iubbaculosis 
Since mbaculosis was weu-conmued in the 
1960s and 1970s, TB hospitals, sanifori-, 
clinics and staffwere seatly reduced in the 1980s 
BY 1989, less than halfofthe patimw who began 
treatment wwe cured 

THE NEW YORK EXPERIENCE 

The tuberculosis experiences in 
New York City and Russia have 
similar 'V curves of incidence 

Public Health Auproach 
to TB Control in US 

has bad a 
S i s S w n t  Effect on TB Reduction 

THE NEW YORK EXF'ErnicE 

In 1991: NervYorli 
- 3% of the US popuktion 
- 15% ofmbaeulDds in US 
- 61% ofMDRTB in the US 

This New York Experience is  presented u 
an example of how the United Srares' 
largest city abated its tuberculosis epidemic 
There are many similarities to the R--an 
experience with tuberculosis 



THE NEW YORK EXPERIENCE 

Devastating effect of MDRTB on HIV patients 

Mortality: 70-90% 
Median time 6om diagnosis to death: 4 weeks 

Over 80% nosocomially acquired @ospitals, 
prisons, shelters) 

Response to the TB Epidemic: 
Jinportance of the Media 

The emphasis of the media was on the: 
A) Under-funding of the tuberculosis public 

health system 
B) The failure of health systems to respond 
C) The abdication of personal responsibility 

by patients 
D) The likelihood that many people in the 

general population could acquire TB 

The Cause of the Resurgence of TB 
in New York City in the 1980s 

Reduced public health etiom & M a l  
to conrnl mNbawloSi5 . HIV epidemic - TB c&dection with MDRTB 
Rising povaty, drug abuse, bomele~necr 

. Ov-wded conditions in prisons & hornel= 
sheltas 
Immigmts h m  wtmtria with high pmalm 
oimbaeulosis . Similar lo wnditiens in Roaia 

Response to the TB Epidemic: 
Importance of the Media 

- National and City 
- Public hcalth offjcials i n d  public 

awareness of the epidanic through the media 

Headlines 
- Nea.  York Tima 

~~~y So& ofTu6~1olmir ir $red% Ffn:- 

- N m  York Post 
"High+ bmgiw Tu6oolmir Qme $0 E w b - z  
bds in the Ci9" * 



The public awareness of tuberculosis &its 
threat of contagious spread to the general 
public created public support to help 
initiate the following: 

The Mayor signilicantiy i n w e d  funds for 
blbaculosis conml 
The Governor of New York maeased funding and 
support for New York City 
The f e d d  govenmenb through the Center for 
Disease Control and Revention, needed to provide 
expert staff & latomtory support 

Action Taken, cont. 

Amending theNew York City Health Law that 
stated: 

1. The Commissioner my issue any orders he or she 
deems necersary to protect public heahh." 

Results of Action Taken 

Reduction of nosocornid infection 
- 'me city renowed the I(lkm lsland Corrfftimal 

Facility meld 120,000 priroaerr annually) and 
conmuad a communicable disease unit nith 
effective respirarov isolation 

City sheltas for homelers am downsized 
(formaly 800 or more men m a single mom) 
Hospitals consmcted respiratory isolation units 
Substantial decrease in TB due to infetion conml 

Action Taka 

Actions Taken 

- Completion of treamwt improved h m  5UX in 
1980s to 93.2% in 1996 

u 





Prevention Advice for All 
Physicians (F'rivate and Public) 

I. Physicians should think TB when any patient 
has chronic cough and feva, regardless of result 
of TB skim tesl even if radiographic &dings are 
not typical 

2. Afta diagoosis, physicians should ensure 
prompt. effective directly ohsaved thaapy 

3. Physician should work rvith local health 
departmat to conduct drug seositivity and 
complete contact Qahing 

To help bring this epidemic under control, 
the TB officials recommended an intense 
regimen of at least 4 drugs for all active 
TB patients 

- Ironiozid 

This drug regimen reduced the likelihood 
that treatment of drug-resistant TB would 
be ineffective, and also shortened the 
infectious time 

The following methods were very important 
in arresting the epidemic in New York: 

1. Direct Obsaved Thaapy 
2. Legal authority to ensurecompletion of thaapy 
3. Expand outreach p r o m  with poaitipe 

incentives 
4. Authority to follow-up on reledsed prison- 
s. IqKWd infection conuol in hospitals, shellas 

and wr~ectional facilities 
6. Put whole health community on high a l ~ t  for 

tubaculosis 
7. Good data 

Prevention Advice for AU 
Physicians (Private and Public) 

Improved and more rapid laboratory 
diagnosis and drug susceptibilit?. 

Preventative therapy in high-risk -pup% 
especially persons with HIV infection. 
A'H treatment used except when W R T B  
infection was suspend. 

I Cost 
The arrest of this epidemic required a lot of 
public money, pMicularly for the c o n d  of 
nosocomial infestion (nm ventilation s ) s t e q  
isolation rooms) and for an increased 
~berculosis staff 
However, the con of ~ t i n g  one ADRTB 
patient dl pay for treating 700 drug-sensitive 
TB patients with direcUy+bsm& therapy 
CDC reported one m R T B  patient infmted 9 
people and caused 51 million vonh of 
hospitalizations 



The New York City experience demonstnted 
that a total community response was required to 

effectively control tuberculosis: 

Medical and public health 
Media . Conectional instihltions . HospitaLF . Shelm for homeless 
Drug abuse centas 
HIV Ueament facilities - voluntary organizations 
City, state and f e d d  govanment working togeth~ 

Greatest Priority for the Reduction of TB 
in New York and Sverdlovsk are: 

- Early and effective detection 
Lab diagnosis & drug susceptibility 

Prompt and completion of t rea rmat  for cure 

These principals have been the core of 
training and education by Dn. Iseman and 
Heifets with the TB leadership in Sverdlod 



Eurasian Medical 
Education Program 

"The Russian Cross" 

Harvey I. Sloane, MD 
Director, Public Health 

The economic, security and health 
challenges to the Russian Federation I 

President Putin - July 2002 
lS speech to the people of Russia: I 

"The most acute problem facing Russia is its 
declining population*. Unless this is reversed, 
the very survival of the nation will be 
endangered." 

Effect on Security 

. It is estimated that 113 of prospective 
conscripts to the Russian military service 
are deemed unfit due to: - HN infection 

. N D  
Hepatitis 

The economi~ security and health 
challenges to the Russian Federation, cont 

If the epidemic of early disease and 
death from cardiovascular disease is 
compounded by TB and HIV disease 
and deaths, Russia's future mill be 
compromised. The largest impact is on 
males in their most productive years 
(1 8-50). 

- ~p 

Potential Economic Effects 

- Declining GDP 

Declining invemnent 

Decrease in effective, ie., qualiw-adjusted, 
labor supply 

la- WSYl'e 



Prevention of Population Decline 

Public awareness 
Personal responsibility (safe sex) 
Early detection 
Prompt treatment and monitoring 
Commitment of Russian government and 
Russian families to prevent disease 



Tuberculosis in Russian Prisons 

Harvey I. Sloaae, MD 
Direefor, Public Health 

I Sverdlovsk Prison I 
Visit to Nizhniy T a ~ l  - Prison 51 TB hospital 

January 2001 
Men's TB ward - 30 men triple bunked in 
32 sq. meter room (1.1 sq. meterlprisoner) 
-No ventilation in nowded room 
- Men appeared exuemely thin andunda-fed 
- Men treated with 1" h e  drugs - no visit to 

MDRTB patients - 2n'he drugs 

I Tuberculosis in Russian Risons, cont I 
3. Because ofanmesty and early releare of large 

numbas ofprisanrn, an erfimated 10% who 
have tub~culosis arenot always followed up in 
the civilian sector 

4. Thud04  to sipnificantly impact civilian TB in 
Svudovsk, prison TB mu* be adequately 
addressed 

Tuberculosis in Russian Prisons 

1. 100fallTBmRuniaisinthe~iron550iimcj 
higher than m the g a d  popuktim 

2. High MDRTB - 25% ofpadmls aith TB io 
prisons have MDRTB 
- 'Wowhaein the m-mld 6as the epidrmic of 

drug-rainant TB kal doaunmud of ,!,is 
magnitude" 

- Tbis b largely became firs-line d r u s  nnBc 

often unavailable in 1999-2000 

I Sverdlovsk Prison, cont. 

Visit to Nizhniy Tagil -Prison 51 TB hospid 

January 2001 
Stanhad limited lab resourca and 
mechanisms to prevent spread of TB infection 
- 27 rnembm of ~ m n o a a e d  TB and 2 died - Limited follow-up in Oblan ofreleased TB- 
infected prisoners 

Recommendations from TB Prison 
Conference in S t  Petersburlg, 2002 



Prison TB Control 

A. Effective screening at point of enny into 
prison 

B. Need for lab diagnosis and drug- 
sensitivity 

C. Prompt completion oftherapy 
D. Gradual increase in availability of 2" line 

drugs for MDRTB 
E. Capacity to isolate contagious patients 

Continuity of Care Between 
Prison and Civil Society 

Access to TB regisby to see if newly 
arrested person has TB and has not 
completed treatment 

Before release, communication bcnvccn 
prison and cinlian health ofticials in Orel 

I TB Among Prisoners in Baltic States I 

Prison Improvement 

A. Reduce crowding 

B. Improve lighting, ventilation, LN li$t 
and fans to reduce spread of TB 

C. Better nutrition for TB patients 

D. Reduce time before trial in Sizo 

All prisoners should be tested for 
HIV, and, if positive, counseled 
in prevention of infection of 
others (condoms) 

TB Among Prisoners in Baltic States, 
continued 



TF3 Among Prisoners in Baltic States, 
continued 
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Harvey I. Sl'oane, 1 W )  

Director, Public Health 

Russia has a unique combination of: 

Strong legacy of health senices in the 
socialist model 
Long-established institutions 
Membership of G8 
Fast-growing epidemic of HIVIAIDS - Large burden of TB 
So far, a weak response to the epidemics 

I HIVIAIDS in Russia: Big & Groning 

- Likely spread into gmeral popularion 



Major factors fueling further spread 

- Behaviors 
- IDUs sharing needdryringer 
- Zinrafe sex... 

High prevalence of STIs 
... ond. indirw b... 
Very wenkprevention &om 
Increased vulnerability in fhepost-socialist 
era 

Promote a more positive 
environment for AIDS control 

Promote reforms of thejudicial system . CNcial for prevention m a g  IDUS . Rduce effect ofprirom as epidemi010piUI p- . Liolr Mi%+q oflmtice with tbc M i u y  of Hcaltb 

Potential Economic Effects 

Declining GDP 

Declining inveslment 

Decrease in effective, i.e., qualiy-adjusred, 
labor supply I 

How has it spread? 
(Cumulative, as of Seplemba2002) 

Routes % 
InjecMg dmg usas: 53.9 
Unlsoum M.9 
M o t h a - t a d  1.4 
Hetaosexual 3 2  
M a  ha-g sex wisith m a  0.4 
Noswomial 0.1 

Doing what counts: 
The centrality of science 

Cmciol. for nrnrinrum impact on epidenic: 
1. hranrpr mmmision w o n g  h i w k  wx per;S:- 

2. Pmcot sped from higb-risk w r e ~ r n ~ o  kdp 
populadom 

Desirable, but wiih less epidemiologicol impam 
3. Grnrralized informadon aod adv- b. iWLr 

Inefective: 
Manlidng & ails for loral rbrrincmc: aish.W A S i = g  

c 



The central role of science: 
four key elements for tackling HNIAIDS 

- Surveillance: well-trained investigators . Superior laboratories and staff - Effective communications technology 
Public mst.. .policy & advice based on 
evidence 

EIlV Control in 2 Countries 

Tbailand has had a massive HIVIAIDS public 
awareness and wndom dismbution m o m  " 

Ensuring adequate financing 

- Estimates of incremental resource 
requirements 
Diagnostic equipment and supplies- ail 
levels 
Condoms 
Laboratory infi;lsrmcture for HkkRT 

The next wave (second wave) of HIVIWDS 
after sub-Sahara Africa will be China, 
Russia, India, Ethiopia and Nigeria The 
estimate number of infected people in those 
countries by 201 1 (50-75 million) \dl  
surpass the estimate of the the A6ican sub- 
Sahara region (3045 million). 



Eurasian Medical 
Education Program 

I Public Health in the United States I 
Harvey I. Sloane, MD 

Director,Public Health 

The 20" Century 
. Life Emectancv - (47 to 77) 30 years of 

life added. High-tech medicine has 
helped, but public health improvement 
accounts for 25 to 30 years. 

1. Immunization - Smaupodpolio to be 
eradicated 

2. Infection Coniml- warn good, sewage 
treatment, antiiiotics, TB 20,000 lives 
1953 - toaay2,OOo 

The 20k Century 
5. Workplace safety- (1900-25) 356 mine 

disasters (5 armorekilled) - (1975-2000) 14 
minedisastm . oaprdonat ihcu dcshbcd (silk& deck )  

6. Motor vehicle safety- dedths 31/100,000 
(1937) to 16/100,000 (today) 

Scalbeh, & cur m d d  DWI h m  

7. Tobacco coniml - 55% (1950) - 25% (2W) 
in males 

SlugmoGmdrepon in 19M-tu in-- 
Litigation nod political zd-q 

Public Health - Definition 

- Pubtic health is a scries ofacti\ities ro promote 
health, to prevent disease and in&, to prevet~t 
premature deam, to insure positive well-Ling, 
which is population-based. If is NOT 
diagnosis, tfeatment and rehabiliiation of 
individuals h m  disease - that is medical cae. 

l3eU.S. only commirs 3% ofthe 51.2mllion 
health budset to public health. 

The 20th Century 
3. Hcan Disease- 50% death rare 

rrduction horn 1965 make- MP/. 
decline 

1;ZM-,,-@Z*~95ncLm 
- Bmrrmsddmnhx).-: 
- Dia -ti@, ommi hi@ bW-- 

--I 
- Smolin~rcQlEtimFxmSS%UI2s%(&i 

The 20th Century 



The 20h Century 

- Challenges for the future. continued 

5.  Raising our children out of poverty and 
tending to their development and emotional 
needs 

6. Improving lifestyles - weight, alcohol and 
tobacco consumption, exercise, sexual 
behavior, illicit use of drugs and firearms 

7. Improved health literacy 

I The 20& Century 

I . Challenees fur  the foture 

1. Universal health iDNTance with a 
comprehensive primary care qnem 

2. Closing the health gap between rich a d  
poor - whites and minorities 

3. Containiog emerging infectious 
4. Continued assault on hean disease 



Emeraina lnfectious Diseases 
(EID) 

lnfectious disease that has appeared in a 
population within the last 2-3 decades, has 
expanded its range, or threatens to increase 
in the near future. 

EID Factors (con't) 

EID (con't) 

'Re-emeraina' infectious diseases: 
Caused by known agents, once under 
control, but now resistant to common 
antimicrobial drugs or appearing in new 
geographic areas (e.g. Tuberculosis, 
malaria, gonorrhea, cholera [in Central and 
South America]) 

- Human behavior-widespread, frequent travel 
Environmental changes: flood, drought, 
famine 

= Decay of Public Health Infrastructure 
= Microbial adaptation and change 

EID (con't) 

'New" infectious diseases: 

Due to previously unknown agents or 
existing organisms undergoing genetic 
changes: over 30 new disease agents 
identified in the last 25 years. (e.g. 
HIVIAIDS, Legionnaire's disease, lyme 
disease, bovine spongiform encephalopathy 
(BSE) or 'mad cow disease'.'CJD' 

Emeraina lnfectious Diseases 
Factors 

Societal changes-population growth and 
migration 
Changes in health carewidespread use of 
antibiotics 

= Increase in immunosuppressed patients 
Globalization of food supply and changes in 
food production (use of antibiotics in animal 
feeds) 

Emerging lnfectious Diseases 
"New" 

= HlVlAlDS a GwmWasis - Legionnaire's Q-pora 

Syndrome - Stapt, axreus 
= Ebola virus (vancom).jrrtesistant) - West Nile Encephalitis ' T o * J h o X s , n s ~  

( N W  Nipah "R3 (hbb)s).Sia) 



Why Wme infectious disease are making 
deadly comebacks 

. Chanaina l i e s ~ ~  
- Charges in food 

Pr-sing.. and handling 
E. Coli 0157:H7 
HeMutis A . ~. 
Listerkii 
Salmonellasis 

- haeased use of child- 
care faciliies cry~t~~oridiasis 

Giardiasis 
= he pat it is^ 

Mening&s 
Shigellosis 

Why some infectious disease are making 
deadly comebacks (con't) 

Growiw alobal oowlation and movement 

Changes in land use . Hantavirus pulmonary - Increased urbanization syndrome 
in the tropics 

t"d Lyme disease 

I Rabies 1 
Dengue hemorrhagic 
fever I 
' Yellow fever I 

Emeraina Resistance to 
Antibiotics 

Gram Positive Cocci: 
- Sbe~tococcus meumoniae (oneumocoa) 

Until relatively recently most PneumocDcci were 
verysusceptible to penicillin with a minimum 
inhibitory mncenbation (MIC) of ~0.06 mcg/ml 

- 1967: 1st clinical s h i n  of penicillin-resistant 
pneumococcus (in patient with 
hypogammaglobulinemia) 

- 1977: resistant sbain from patient wih 
meningitis in South Africa I 

Why some infectious disease are making 
deadly comebacks 

- 

Chanaina l i i es~es  (con., 
' Substance abuse and . Chlamydi 

unsafe sexual 
practices 

Hepaths B 

Increased air h v e l  
H N  inf* 
AII i n f m  D w  

Why Some infectious disease are making 
deadly comebacks (con't) 

Chanaina Dublic wli* 

Breakdowns in public = Cryptrnporidosis 
health prevention . D~~~~~ hemwmagic 
programs fever - Measles - Rabies 

Tuberahis 

Emeraina resistance to 
Antibiotics (con't 

1980: increasing prevalence of resistant shins 
(Aushlia, New Guinea. Hungary) 
199697: in U.S. 33% of shin+ penidll& 
resistant (13% vith MIC >1 mcglml) 



Antimicrobial resistance of S. pne~moniae 
isolates* from 201 US medical centers 

Penicillin Resistance 

Beta-lactam antibiotics (penicillins, 
cephalosporins. elc.) 
Bmd to speuflc bacterial enzymes (penk5llm- 
bindha oroteins-PEP'S) interfering with cell \\dl 
~ ~ - .  . 
synthesis 
Genetic mutations lead to deueased affmity of 
penicillin for PBPs 
Penicillin resistant pneumococd also show 
increased resistance to non beta-ladam 
antibiotics (induding mauolides. tetracycline. and 
himethoprim-sufamethoxazole) 

.~ I susceptible antibiotics I I - Escherichii coli 

Gram Neqative Bacteria 

Resistance to beta-lactam antibiotics through 
oroduction of beta-lactamases, which inactivate 

Beta-lactamases 
-penicillinases, cephalosporinases, etc 

Table 1. ESBL-Producing 
Enterobacteriaceae - fflebsiella pneumoniae 

-broad-spectrum beta-lactamases VEM-1 .TEM- 
2. SHV-1) (inhibited bv davulanate, and other 
bethac&ase inhibiiors) 

- extended-spechum beta-lactamases (ESBL) 

Ciobader 
Enterobader - Other Klebsiella spedes - Morganella morganii - Proteus 
Salmonella 
Serratia maroeuzns 

Table 2. ESBL-Producing 
Enterobacteriaceae May Be Resistant 

To: = Penicillins 
= Cephalosporins . Azetreonam 

Inh ib i tor ld~g combinations . Aminoglycosides 
= Trimethoprim . Sulfonamides - Chloramphenicol 

Table 3. Treatment Options for ESBL- 
Producing Gram-Negative Badlli 
Intervention Comment 
- Cabpenems -Adnrga'* 
- E!-bdar~Zu2&mase - hhy be e::* ( n u t  
inhibitorcwnbina6m be given in &Svely 

- Flumquimkmes. Mh dmer) 
amincglymsi .  - h8ay be behd if 
bimetho;xiw o r g a n i v n i s ~ w e  
suHameLlmxaz& 



EID (can't) 
Bioterrorism/bioloaical warfare: 
-Anthrax 

-Smallpox 
-Plague 
-Tularemia 
References: 
- 'Anthrax as a Biiiogieal Weapo-Medical and Public 

Health Managemenr. JAW 1999;281:17351745. 
-Smallpox as a Biological Weap'.  *A 

1999;281:2127-2137. 
- 'Plague as a Biological Weaponm.- 

2000:283:2281-2290. 

West Nile Viw Fever 

1937:WNV first isolated from Mood dfebrik w m a n  in 
Uganda 
1Ws:Found in patienls. birds. mmqu'noes in Egyitt 
Remgnized as rmst widerpread of* h+uimes rn 
Africa and Eunsia 

No large mibreak of W f e v e r  in Evmpe until: 
1996: Mae than 500 clinical cases in Romarip (Bdwxest 
region) with high rates of neumMgiicd- and &h 
(UP to 10%) 
1999 JulySeptember Widespread mWe&d 
meningaencephali& in Sournem Rua$ Oldgograd. 
Astrakhan): 1 .WO w s .  40 deaw 

1999 August First bwm 0-k in Wesgm 
Hemisphere: 62 cases. 7 dea- in N w  York Cayarea 

West Nile Fever-Clinical Features 

Febrile, influenza-like illness with abrupt 
onset, incubation period 3-6 days (up to 15 
days in encephalitis cases) 

= Moderate to high fever (55 days, rarely 
biphasic) 

Frontal headache, sore throat, myalgia, 
arthralgia, conjunctivitis 

= Maculopapular or roseolar rash (112 cases) 
* Lymphadenopathy 

(Continuation) West Nile Fever-Clinical Features 
(Continuation) 

= Hepatitis, pancreatitis, myocarditis mav 
occur. 

= Acute "aseptic" meningitis or 
encephalitis (2-15%) with neck stiffness, 
vomiting, confusion, somnolence, 
tremor, wnwlsions, coma. 

weakness - No permanent sequellae noted 

Recovery usually complete (2-10% 
fatal, most over age 50 yrs) 
More rapid recovery in children 
May have longtern1 myalgias and 



WNV Fever-Treatment 

Supportive; no specific treatment 
No human vaccine but potential veterinary 
vaccine (live attenuated virus) developed in 
Israel 
Protective immune response in geese and 
mice 
Attenuated vaccine strains have completely 
lost neuroinvasive capability 

WNV Encephalitis-Russia, 1999 

August-September 1999: Outbreak in Russia 
(Volgograd Region) 

826 patients admitted with acute "aseptic" 
meningoencephalitis, meningitis, or fever 

Of 84 cases of meningoencephalitis, 40 
fatal, 14 brain specimens WNV positive by 
reverse transcriptase PCR 

The Future-Europe 
(Continuation) I 

'Alternatively the virus may be reinboduced by 
chronically infected migratory birds from 
tropical focP 

"If the reintroduction scheme is correct, a 
greatly increased activity of West Nile virus in 
Africa should be followed by an epidemic 
occurrence of West Nile fever in Europe in the 
next few yean" 

(Hubalek, Halouzka) in Emeroina Infectious 
Diseases. 5.643.1999 1 

WNV-New York 
How did WN virus get to New York? 
virus sequence studies showed dose 
similarity between New York strain and an 
isolate @om a dead goose in isra& (1998) 

- Possible mechanisms of transmission: - viremic human 
viremic bird 

stowaway mosquito . international introductbn (biot-) 

I The Future-Europe 

I . The mechanism of West Nile virus 
persistence in diseaseendemic foci of I ternowate Europe presents a challenge I for iurthe; research" 

- 

"The virus cnuld persist in hibernating 
Culex spp; transovarially infected Culex 
spp; or chronically infected vertebrate 
hosts ..." 



I Antimicrobial Resistance among Pathogens 
Causing Hospital-Onset Infections I 

hd 

12 Steps to Prevent Antimicrobial Resistance: 1'- Hos~italized Adults I 

12 Steps TO Prevent Antimicrobial 
Resistance 

Use Mtimiaobiak W& 
Prevent Infection 5. P c a z h a n 5 ~ m r r f o i  
I. V~~ 6. Use k a  daid 
2 Get Ule cameters un 7 Treat i r P s ( o R  m cmsnireti-a 

Antimicrobial Resistance among Pathogens 
Causing HospitalQnset Infections 

Preventlnfecth 
Prevenf infection Step 2: Get the catheters out 
Step 1: Vaccinate Fact: Catheters and omer invasive dewices are me: r 

exoseMur c a m  of hsm!+lw in:- 

Actions: 1 Fact: 
Predischarge influenza and pneumococcal 
vaccination of at-risk hospital patients A 
influenza vaccination of healthcare pers 
will prevent infections. 

Juse catheters only when essential 
Juse the coned catheter 
.'use proper insertion 8 calhetercare pmlomls 
Jremove cameten when no! essenbsl - 



Diagnose 8 Treat Infection Effectively 
Step 3: Target the pathogen I 

I Fact: Appmp~aiate antimicmbial therapy saves Eves. I 
Actions: 

Jwnure the patient 
Jiarget empiric therapy to likely pathogens and I 

local antibiogram i 

- 

1-Methods to Improve Antimicrobial Use 

Passive presaiberedueson 
Standardized antirnkcka order fwm 
F m u b r y m  

= Pmr ap-l lo starVmtinrP 
Pharmacy substmmon w sxiid 
Multidisdpinarydrup ubham eMlram (W3 
Inte-e presaiber edugtim 
Pmvidedunil perlormarre f e e d m  
Ccmputemed dedrjon su@mLb+€m w&rhg 

Prevent Transmission 
Step 12: Break the chain of contagion 

12 Steps to Prevent Antimicrobial 
Resistance: Hospitalized Adults 

Fact: Healthcare personnel can spread 
antimicrobial-resistant pathagens from patient iuobial resfstanca! 

w 
Jsby home when you are sick I l s e W & w e  

Jwntain your contagion 
keep your hands dean 



Viral Hepatitis - Historical Pers~ective 

. 
Viral hepatitis , NANB I 

h 
"Serumx- Parenterally 

transmitted 
F, G, 
?other 

Acute Viral Hepatitis by Type. United States. 1982-1 993 

- - 

Viral Hepatitis - Overview 

Estimates of Acute and Chronic Disease I Burden for Vid Hemtitjs, United States 

Hepatitis A - Clinical Features 

Incubation period: Average 30 days 
Range 15-50 dajs 

Jaundice by cfiyx, 40% 
age group: 6-14 yrs, 30%-50% 

>14 )a, 70%-80% 
Complications: Fulminant hepatitis 

Cholesetic hepatitis 
Relapsing hepatitis 

Chronic sequelae: Mane 



Hepatitis AVirus infection 
Typical Serologic Course 

Tobl anti-HAV 

Global Patterns of 
Hepatitis A Virus Transmission 

Hepatitis A Vaccine Efficaw Studies 

S i W e  Efflcacy 
Vaccine Gmw N 195% ca 
HAVRIXm Thailand 38.157 94% 
(SKB) 1-16 ~ r r  ns%99%) 
2 dmes 
360 EL.U. 

VAQTA" New Yark 1.037 10% 
(Mew) 2-16 yrs 185%-1 W%) 
I dose 
25 unih 

Hepatitis A Virus Transmission I 
Close personal contact 
(ex., household contact, sex contact, child day I 
care centers) I 
Contaminated food, water 
1e.e.. infected food handlers, raw shelli~h) I . 0 ,  - - ~ - -  

Blood exposure (rare) 
(e.g., injecting drug use, transfusion) 

Geographic Distribution of HAV Inkction 

ACIP Recommendations - ~epatitis A !/mine I 



Hepatitis A Prevention - Immune Globulin 

Preexpasure 
- mvderi to intermediate and high 

HAVsndemic r@mr . postexposure (within 14 day) 
RO& - household and Mhei intimate coneas 
Seleaed rimations 
- insstutionr kg, day carecenterr1 
- mmmm source expovlre kg fmd prepared by 

infmed fwd hand erl 

Hepatitis B - Clinid Features 
. Incubation period: Average 60-90 darj 

Ran~e 445-180 dars - 
Clinical illness (jaundice): <45 yrs, <lo% 

245 yrs, 30%-50% . Acute case-fatality rate: 0.5%-1% . Chronic infection: <45 ya, 30%90% 
25 r s ,  2%-10% . Premature mortality from 

chronic liver disease: 15%245% 

regression to Chronic Hepatitis B Virus Infection 
Typical Serologic Course I 

Hepatitis B Virus 

Acute Hepatitis B Virus Infection with Recovery 
Typical Serologic Course 

Outcnrne of Hepatitis BVirus Infection 
4 ~ .  by Age at l m k k n  rm 



Geographic Dim'bufjon of Chronic HBV Infection I 

Elimination of Hepatitis B Virus Transmission 
United States 

strategy 
Prevent perinatal HBV transmission 
Routine vaccination of all infants 
Vaccination of children in high-riskgroups 
Vaccination of adolescenh 
-all unvaccinated children at 11-12 years of age 
-'high-risk" adolescents at all ages . Vaccination of adults in high-risk groups m 

Factors Promoting Progression or 
Severity 

Increased alcohol intake 

Age > 40 years at time of infection 

HIV co-infection 

?Other 
- Male gender 
-Other co-infenions 1e.g.. HBW 

Risk Factors for Acute Hepatitis B 
United States, 1992-1 993 

I Features of Hepatitis C Virus Infeciion 

Incubation period Average 6-7 weeks 
Range 2-26 we& 

Acute illness (jaundice) Mid @Ox) 
Case fatalitj' rate Low 
Chronic infection 75%45% 
Chronic hepatitis 70% (most am) 
Cirrhosis 10%-20% 
Mortality from CLD 1%-5% 

I Seroloeic Pattern of Acute HCV I n f d o n  

I I 
- 

with Recoveq 



I Serologic Pattern of A a t e  HCV Infection with 
Progression to Chronic Infection I 

Transmission of HCV I 

Estimated Incidence of Acute HCV 
Infection 

United States. 1960-1999 

I 1 Nosocornial Transmission of HCV 

Recognized primarily in context of outbreak 
Contaminated equipment 
- hernodialpis' 
-endoscopy 

Unsafe injection practiw 
- pbsmapheresis,' phlebotomy 
-multiple dose medicationvials 
-therapeutic injections 

/ HCV Temg Routinely Recommended I 
Bared on h o m e d  risk for in fabn  - Ewr m p e d  tllegal drug, - Recewed dottlng lactori m d e  beiore 1987 

Received blmd/&eans More luh. 1992 - . , 
Ever on chronic hemodiahsb 

* Evidence oi liver disease 
Based on nped for erponrremnnagmw 
' Heallhare, emergency, puMicsaietymwken a im 

needle rticklmwml expxures to HC\I-pn';i\l: &xi - Children b m  to ~~v-&t i \ l :  women 



Postexposure Management for HCV 

- IC, antiviral1 not recommended for prophylaxis 
Follow-up after needl&cks, sharps, or mumsal 
exposures to HCV-positive blood 

Refer infected worker to specialist for medical wluatian 
and management 

rn 

Medical Evaluation and Management  

for Chronic HCV Infection I 
Assess for biochemical evidence of CLD 
Assess for severity of disease and possible 
treatment according to current practice 
guidelines 
- 3040% sustained response to antiviral combination 

therapy (interferon alpha, ribavin'n) 
-Vaccinate againahepatitir A 

Counsel to reduce further harm to liver 
- Limit or abrain from alcohol 

I Hepatitis E Virus Infection I 

/ HCV Infection Testing Algor i thm 

1 for Diagnosis o f  Asymptomatic Persons 

HBV - HDV Coinfedion 
Typical Serolq$c Course 



EURASIAN MEDICAL EDUCATION PROGRAM 

TRIP REPORT 

Kazan 
April 20-25,2003 

In Partnership with: 
Kazan State MedicaI Academy 

Minisfry of Health, Republic of Tartarstan 

Visitine Professors 

Sara E. Walker, MD, MACP 
Professor of Medicine, University of Missouri 

Immediate Past President, American College of Physicians 

Henry M. Greenberg, MD, FACP 
Associate Professor of Clinical Medicine, Columbia University 

Director, Coronary Care Unit, S t  Luke's-Roosevelt Medical Center, hY 

Eurasian Medical Education Program 

Richard G. Farmer, MD, MS, MACP 
Medical Director, Eurasian Medical Education Program 

Clinical Professor of Medicine, Georgetown University, Washington, DC 



Trip Report 

w 
This was the 36' program in Russia for the Eurasian Medical Education Program (EhEP), conducted 

over a 5-year period. EMEP has now directly encountered more than 5,000 Russian physicians in 

lectures and currently has five data collection programs continuing in polyclinics to assess 

effectiveness of the programs in benefiting patient care. 

This was the 1 2 ~  EMEP program in Kazan since June 1998, and all programs have been co-sponsored 

by the Kazan State Medical Academy, and the Ministry of Health, Republic of Tartarstan. All 

programs are developed among these three partners and this one was chosen to emphasize public 

health issues. The American co-sponsor is the American College of Physicians (ACP), and it was a 

great privilege to have the current ACP president as a visiting professor for this occasion. This 

program was a Republican Conference and physicians were allowed time fiom work to attend by a 

decree - prikaz - issued by the Minister of Health. 

Sundav, April 20. 2003 

IF*' Departure &om US April 19, arrival in Kazan April 20. 

Monday. April 21.2003 

Republican Conference: 'Revention of Chronic Diseases as the Major Public Health Problem." 

Highlights included two lectures by Dr. Henry Greenberg - one on hyperlipidemia as a public health 

problem and one on hypertension. There has not been as much emphasis on health issues relating to 

elevated lipids as there should be, and Dr. Greenberg reviewed rational and low-cost treatment. 

EMEP has emphasized hypertension as a major health problem previously, but Dr. Greenbers reported 

on an important trial that showed that older, less expensive drugs were very valuable. 

Dr. Galyavich reported on the importance of cardiovascular disease in Tartarstan and that if affects 

20% of the entire population; 40% of adults have hypertension. He also showed data from Polyclinic 

1 (where EMEP has a data program) showing birth and death rates: in 1990 the birth rate was 15.5 



per 1,000 population and death rate 10.3. In 1994, the birth rate was 10.1 and death rate 14.6. In 2002, 

'> the birth rate was 9.5 and death 12.3. He also discussed the positive benefit that EMEP has had 

through lectures and direct programs in Polyclinics #11 and #18. 

Dr. Walker discussed osteoarthritis as a significant cause of disability and discussed treatment, 

including lifestyle modification. 

The EMEP diabetes program, involving the entire Republic of Tartarstan, was discussed by Professor 

Husainov, professor, and Dr. Zyangirova, Chief of Endocrinology for Kazan and Director of the 

EMEP-sponsored diabetes program. They demonstrated sigmficant improvement in patient 

compliance and decrease in hospitalization, and attributed this to EMEP. 

Dr. Richard Farmer described the hospice system in the United States, designed to benefit patients with 

limited (less than six months expected) life expectancy. This program has been in existence for thirty 

years and is beneficial to patients and families, but also provides a large saving of healthcare 

expenditures by avoiding expensive hospitalization for patients who are terminally ill. There was 
hl,j 

considerable interest in the program; there is only one hospice in Russia, in Moscow, and there  as 

interest in developing one in Kazan. 

Meeting with Minister of Health, Dr. Kamil Zyatdinov. This was a formal meeting, at his request, to 

discuss his support for EMEP, the current program and fkture plans. He would like to have programs 

throughout Tartarstan. Also attending was Professor Ildus N i o v ,  Vice-Rector of the Academy of 

Education and Director of the Department of Public Health, who helped organize the current propm.  

Tuesdav. April 22. 2003 

Continuation of the conference on chronic disease and the major public health problem in Tartarstan. 

Professor Nizamov presented a highly organized, extremely interesting report on public health in 

Russia and Tartarstan in particular. He noted that the birth and death rates crossed in 1992, and deaths 

have exceeded births since, although there was some improvement in 2002. Infant mortality has 

\decreased and male life expectancy is now up to 60.0 years @om a low of 57.0). However, death rates 



are four to five times higher among men of working age than women. There is a net population loss of 

bd about 750,000 per year. The number of abortions have decreased, but still are 2-3 per npoman (down 

f?om 5-7). 

Dr. Farmer then presented a report of the activities of EMEP over the past five years, with illustrations, 

and described programs in Tartarstan. 

Dr. Farmer described public health in the United States as consisting of: 1) public surveillance - water, 

food, environment; 2) public education - smoking, seat belts, alcoholism, diet and exercise - and the 

health benefits derived, and; 3) dealing with specific infections - AIDS, hepatitis, E. coli, 

Legionnaire's disease and SAM (a table published the previous Thursday was shown - translated into 

Russian!). Data showing dramatic health improvement over the past twenty-five years were presented. 

Dr. Farmer then described the system of medical education in the United States and the emphasis on 

primary care, disease and complication prevention, and chronic disease management. 

The highlight of the second day was a formal presentation by Professor Walker, ACP Immediate Past 

President, in honor of Rector Mikhailov, in recognition of his support of EMEP for five years. Her 

subject was the public health importance of osteoporosis, and the prevention and management of it. A 

plaque was presented to Rector Mikhailov in recognition of his conhbution; it was inscribed in his 

honor. 

The closing ceremony consisted of tributes to the eight physicians who had been essential to the 

success of EMEP for the past five years. Each was presented with a certificate signed by EMEP 

participants: Drs. Burger, Sloane, Ms. Wirth, Drs. Greenberg and Farmer. They were presented to: 

Mars K. Mikhailov, MD, PhD, D Sci 

Rector and Professor, Kazan State Medical Academy 

Ildus Nizamov, MD, PhD, D Sci 

Professor and Deputy Rector (Education), Kazan State Medical Academy 

Anatoli Tsibulkin, MD, PhD, D Sci 

Professor and Deputy Rector (Science), Kazan State Medical Academy 



tt f Kamil Zyatdinov, hD, PhD, D Sci 

Minister of Health, Republic of Tartarstan 

Nyaz Galiullin, MD, PhD 

First Deputy Minister of Health, Republic of Tartarstan 

Albert Galyavich, hD, PhD, D Sci 

Chief Cardiologist, Republic of Tartarstan 

Professor, Kazan State Medical University 

Svetlana Zyangirova . MD 

Head, Endocrinology Center, City of Kazan 

Ruben Burnashov, MD, PhD 

Advisor on Health to the Prime-Minister, Republic of Tartarstan 

Attendance: April 21 - 220 physicians 

April 22 - 121 physicians 

w 
Evaluation forms were distributed - of those responding, 91% described the "general quality" of the 

program to be "excellent" and 99% considered the speakers to be "well-prepared"! 

Following the program we visited Raifa Monastery and were guests at a dinner given by the Minister 

of Health. 

Wednesdav. Avril23.2003 

Visit and workshop at Polyclinic #11, hosted by Professor Galyavich, who supervises the hypertension 

data collection program. The polyclinic serves a population of 70,000 and there are 28 primary care 

physicians (each manages about 2,000 patients). Data has been collected for more than a year and 

there are about 300 patients in the program being treated and followed for hypertension. The two most 

significant problems are the cost of medicine and the number of patients (men) who smoke. This data 

collection program involves only primary care physicians and is supenised by Professor Galyavich; 

.*1J there was considerable enthusiasm for the program. 



Visit and lecture at Polyclinic #18. This polyclinic is a large one, with 115 physicians,; it is associated 

kd with another polyclinic and serves a population of 136,000. Each primary care physician is 

responsible for 1,750 patients. The director is in charge of the hypertension data collection program, 

under Professor Galyavich's supervision. A complete report was presented during our visit in October 

2002, and they will update it in June 2003. It is a very active polyclinic and they have weekly 

conferences. We were able to speak to an audience of 25 physicians; each of us spoke as follows: 

Dr. Greenberg - hypertension 

Dr. Walker - osteoporosis 

Dr. Farmer - gastritis and ulcer 

There were many questions. (Two years ago Dr. Greenberg and I were the first American physicians 

to visit the polyclinic - they were quite familiar with us now and the discussion was lively.) 

Thursdav. A ~ r i l 2 4 .  2003 

Visit to the Endocrinology Center and discussion with Dr. Zyangirova and her colleagues. She has 

directed data collection in diabetes for about three years and has demonstrated significant clinical 

'V'improvements, which she attributes to the EMEP series of lectures before data were collected. The 

prevalence of diabetes has increased (1 16 per 10,000 in 1985 and 212 in 2002), but obesity is not the 

problem it is in the United States. In their regisv are 17,166 Type 2 diabetics, 1,177 Type 1 adults 

and 196 Type 1 in children. Complications of chronic diabetes continue to be a big problem, but acute 

complications (diabetic coma) are rare, less than 1 %. 

They are collecting data on representative cohorts of patients - about 400 - and a complete report was 

presented during our visit in October 2000; the update will be reported in June 2003. Dr. Zyan-&ova 

designed the computer data model and meticulous data collection has been canied out for 3 years. 

A formal meeting with Rector Mikhailov was the setting for discussion of the accomplishments of the 

EMEP in Kazan for the past five years. 

Friday. Avril25, 2003 

Qeparture £ram Kazan. 



Summary Comments 

V 

In many ways, this was the most satisfactory visit in the entire EMEP activity. EhGP is thorou&ly 

integrated into the activities of the Kazan State Medical Academy and the Ministry of Health, is 

respected, and functions collegially. Each program is planned wllaboratively and with subjects 

requested by our Russian colleagues. As Medical Director, I then recruit ACP physicians who are 

good teachers and experts in the subject. 

During the five years, the ACP has contributed about S250,OOO in in-kind contributions by speakers, 

using the usual fee or honorarium for such lectures; all are contributed voluntarily. The ACP, the 

largest medical specialty organization in the United States, with 115,000 physician members, is 

likewise proud of its involvement in EMEP. I made a presentation at the Annual Meeting on April 2, 

2003, which was very favorably received. 

Much of the success of EMEP in Kazan is due to the efforts and reputation of Dr. Lilia Ziganshina, the 

EMEP Coordinator. She is highly respected academically and for her organizational skill, and she has 

krr' "opened doors" for EMEP! 

The Eurasian Medical Education Program began with lectures to groups of physicians, as continuing 

medical education programs. After the initial series of three programs, data wllection was be,- in 

both diabetes and hypertension to measure effectiveness of the programs. We then visited polyclinics 

and dealt directly with primary care physicians in day-to-day management issues of patient care for 

common and chronic diseases. As noted, evaluation forms were developed and utilized to determine 

audience response to lectures. 

Handouts, translated into Russian, as "take home" information, have been given to the audience 

members since the inception of EMEP. 

Five different journals were purchased by the Eurasian Medical Education Program for the Academy 

library each year. It has been estimated that about 4,000 Russian physicians have read these journals. 



Slides were prepared for each lecture, translated into Russian, and given to the academic physicians 

'yJi who do the continuing medical education lectures. It is estimated that about 2,500 additional 

physicians per year are thus exposed to EMEP information. For example, it was estimated that 90% of 

diabetes doctors in the entire Republic of Tartarstan had been exposed to EMEP lectures given by Dr. 

Gerald Bernstein, President of the American Diabetes Association. 

In summary, EMEP has been built on collaboration, participation and trust. It is a program that has 

proven results, directly benefiting Russian patients with management of their most important and 

serious diseases, and in the opinion of this participant, deserves continued and expanded support. 

Richard G. Farmer, MD, MS, MACP 

Medical Director, EMEP 

May 12,2003 



to tbe prikaz of the MOH Republic of Tatantan 

PROGRAMME 
of the Republican Conference 

Prevention of Chronic Diseases as the Major  Public Health Problem 
(Cardiology, Rheumatology, Pharmacology and Managerial Aspects) 

The site ofthe conference: Kazan, Mushtari Street, 11 (conference hall of the KSMA) 
Conference starts at 10.00 am.. 
Registration of participants - 9.00 a.m.. 

21 APRIL (MONDAY) 

10.00 - 11.00 
Hyperlipideamia: Public Health Problem and Chical Perspectives 
Henry M. Greenberg 
m e m p  Uempa ~oponap~oii n o ~ o w ,  
Knurnma CB. J~OK-PY~EV~I~T~, &O-~OPK, C m  
npo@eccop MenWEHbI, KOJIYM~A~CK& Y m e p c r n e ~ ,  CUA 

11 .oo - 12.00 
Hypertension as a Public Health Problem 
Henry M. Greenberg 
Aape~crop IJe~rpa ~oponapnoS noMom, 
fhHEHKa CB. ~ K - P Y ~ B W I ~ T ~ ~ ,  ~ ~ O - ~ O P K ,  C m  
~ P O @ ~ C C O ~  MeAWRHbl, Ko~1y~Snkc~ni3 YEUi~epcriTeT, C m  

'Qrrci 12.00 - 12.30 
Prevention of Cardiovascular Complications in Patients with Hypertension (Results of Xew Trials) 
Albert S.Ga1yavich 

12.30 - 13.10 
Inflammatory Diseases of the GI Tract: Prevention of Complications 
Richard G. Farmer 
Meminmcrudi napemop E~prudcxok Memmcxoii 06pa3osamnnok n p o p a ~ ~ ~  
npo@eccop Memmmsr, 
Memmmc~oro Uempa yamepcmaa reopmym, 
B~IIMHITOH, DC, CUIA 

13.10- 13.55 
Break for lunch 

14.00 - 15.00 
Osteoarthritis as the Cause of Disability. The Use of NSAlDs - Risks and Benefits 
Sara E. Walker 
Ilpe3wen~ Ahfepmmc~oro Komema spaqeii, 
IIpo@eccop Menuurn, 
Ynmepcurer Mnccypu, Kony~6m, C m  

15.00- 15.30 
Prevention of Diabetes Mefitus' Complications in Children and Adults 
Svetlana T. Zyangirova 
T n a w B  smoxpmionor ynpmnem 3rrpaooxpauem r. Krum, r n a m B  spas Kruanc~toro ropo;rcxom 
smoKpmonomecrcon, nacnancepa 



15.30 - 16.00 
Hospice Experience - Public Health Problems and Social Work 

X t d  
Janice M. Farmer, cowanbw~3 pa6omw Bamimmn, CILIA 

22 APRIL (TUESDAY) 

10.00 - 10.30 
Public Health and the Most Essential Problems of the Health Care Reforms in the Republic of Tatantan 
Ildus G. Nizamov 
npopemop IUTvIA no yse6~oii pa6o~e, 3a~ .  ~a@errpoii 06m.e~~~eworo  3noposbn, pparvrem n s r c o ~ o s m  
3npa~ooxpa~e~m, npo@eccop 

10.30 - 11.00 
5-Year Experience of the Eurasian Medical Education Program in the Republic of Tatarstan -Results and 
Perspectives 
The leadership the EMEP, the Ministry of Health and of the KSMA 

11.00- 11.40 
Health of the Population of the USA and the Health Care System of the USA. Public Health and Chronic 
Disease Prevention 
Richard G. Farmer 
Memwmcludi W e m p  E~prurriicxoii M e m c ~ o i i  O 6 p a 3 0 B a m ~ o ~  nporpam51 
~PO@?CCOP MeAKUKHbI, 
Mermrw~cxoro Uempa y m m e p c m  reoprrayrra, 
Bammmo~, DC, CUIA 

11.40 - 12.25 
Medical Education in the USA: Importance of Prevention and Public Health 

kd" Richard G. Farmer 
Memmmcx& mpeKTop EBpa3rriicxoii Merm~~crcoii  06pa30BaTeIIb~oii nporpa~~-hsl 
llpo@eccop Memiwimx, 
Memiqmc~oro uempa psepcnmxa reoprrayrra, 
B a m ~ t a o ~ ,  DC, CLIIA 

12.25 - 13.30 
Honorary lecture for the Rector of the Kazan State Medical Academy, Professor M a n  K Rlikhailov 
Osteoporosis: Public Health Problem - Radio-Diagnostics, Risk Factors and Management 
Sara E. Walker 
Qem,nen~ AMepu~aric~om xonnema ~pasetj, 
npo@eccop Memimmr, 
Yn~sepcrfrer MUeeypn, K o ~ ~ M ~ A R ,  CIIIA 

Closing Ceremony 
Sara E. Walker 
lTpe3me~~ A ~ e p m m c ~ o r o  Konnema ~paseii, 
npoaeccop hremimmr, 
Y m e p c u m  Muccypu, Kony~6m, CILIA 
Richard G. Farmer 
Me-cx& m p e m p  Esprurriicrcoii Mentiwmc~oii 0 6 p a 3 0 ~ a ~ ~ o i i  nporpamm 
IIpo@eccop Menuwmr, omenewe r a c ~ p o ~ ~ ~ e p o n o m  
Memnnmc~oro Ue~rpa  yIMsepcmeTa reoprrayrra, 
Barmrmn, DC, CUIA 
Henry M. Greenberg 
,&ipemp JJempa ~ o p o ~ a p ~ o i i  ~OMO-w, 
k H K a  CB. J~OK-P~~B~I I~T?~ ,  Hbm-MOPK, CUIA 
1Ipo@eccop MeflrfQAHbI, K O I I ~ M ~ H ~ ~ C K H ~  Ynri~epcrfre~, CLUA 



Sudden Death: Framingham Heart Study Effect of Risk Factors on Endothelial Dy+function 
Normal Endothelium 

Patients Who Developed CALI (N.5144) Abnormal Endothelium 

'rid 

Hyperlipidemia: A Public Health and Clinical 
Perspective 

Henry Greenberg, MD. FACP 

Eurasian Medical Education Program 

Kazan, Tatarstan 

April 2003 

Impact of Atherosclerosis and CHD' 

CHD: 1 out of every 5 deaths per year 

' 1.1 million myocardial infarctions annually 

Coronary bypass surgery: 553.000 

Perurtane-ous coronary interventions: 926,000 

' $101 billion direct and indirect costs 

- 3- 
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*d 
The Diabetes Epidemic 

An estimated 15.7 million Americans have diabetes 

- 10.3 million have physiciandiagnosed diabetes 

- A n  estimated 5.5 million have undiagnosed diabetes 
- 90% have type 2 diabetes 

798.000 new cases diagnosedlyear 

Number of People with diabetes projected to increase 
42% in developed counbies and 170% in developing 
munbies by 2025 

I Two mirds of people with diabetes die of CVD 

ATP Ill: The Metabolic Syndrome 
Diagnosis Is Established When B of There Risk Factom p.re present 

Risk Factor Defining Level 
Abdominal obesity 
(Waist circumference) 
Men >lo2 cm (240 in) 
Women >88 an ( ~ 3 5  in) 

TGS a 5 0  mgldL 
HDLchalesterol 

Risk of CHD by CV Risk Profile and 
Cholesterol: Framingham Heart Studv 

- 
VllDlD- 0 
jysllleshanm I@ 101 195 

0 
105 

0 
.Won ECG 0 0 0 

Survival in Patients With Diabetes 
Is Similar to Survival Post-MI 

Number of Risk Factors in Young A d u l h  Correlates 
With Coronary Atherosclerosis: Bogalusa Heart Studv 

ATP 111: U)L Cholesterol Goals and Cutpoink 
for Lifestyle Changes and  Drug Therapy 

o m  L I ~  
I¶+ *k >m1 

I-rilC~JUEX: 8 
h R h f F = -  

21- 
as 

1 4 ~ t i ~ t r n ,  



New Adult Treatment Panel Ill Cholesterol 
Guidelines: Summary Features 

Diabetes = CHD risk equivalent 
Framingham projections of IC-year absolute CHD risk 
Multiple metabolic risk factors treated with intensfied 
lifestyle changes 

Optimal LDL cholesteml <I00 mgldL 
Categorical low HDL cholesteml 4 0  mgldL 
Lower triglyceride cutpoints 
Treatment beyond LDL lowering for persons 
wim TGs 2200 mWdL 

E T a R d o , a ( a b m h * n 4 m T ~ b i t n W ~ . * U L I y y u  
Xm2852-(D7. 

Adult Treatment Panel Ill: Risk Assessment 

Count Major Risk Factors I 
' For patients with multiple (2+) risk factors 

-Perform 10-year risk assessment 

For patients wim 0 to 1 risk factor 

- 10-year risk assessment not required 

-Most patients have layear risk 4 0 %  

Almnds lower WL 

Reductions in LDL Cholesterol and LDL:HDL Ratio 
with Half-Dose and Full-Dose Almonds 

R P d H o n  .i(aKdc.se pnlue FuMore p 
area almonds 

al-- nlYD 
LDL 44'1.7% o.ma O.lYl.O.* a 0 0 1  
chMansm 

Adult Treatment Panel Ilk Major Risk Factors 
(Exclusive of LDL Cholesterol) That M o d i  CDL Goals 

Cigarette smd4ng 

Hpenension (BPzl49.Wrnm Hgarcn 
antihypetenwe rneaam) 
Law HDL m w d  (cqg mgldLr 
Family hkiory of p m b m  CHiJ 

- CID in male 6rrl degree &W ive c j j y e a a  

- CHD in f d e  fim degree &ti\e c€S ye2s 

A 9  (men 245 yeas: 5%- 255 )-) 

XCsnaPoi=w-.3.-4ig!-c*---e 
I L D ; * L - e W ( M  
~ P r t l m D a b m h U P c r , ~ i i d i i q i 3 0 1 3 0 1 ~ ~ ~ ~ ~  
m.c%52a621s. 

Adult Treatment Panel 111: 
CHD Risk Equivalents 

Other dinical fonns of athemsderotic d i i  
(peripheral anerial d w s e ,  aSdminal a& 
aneurysm, and symptomatic carotid a r i q  dkease) 

Diabetes 

Multiple risk factors that confer a lOyear risk 
for CHD >20% 

Overview of Statin Trials 
Secondary - 

Tm LS UP10 CWE Y a S  AGTû r̂AS 
N 5544 M14 4159 sjss W 

AWL -3% -25% -28% - -2% 



Relationship Between CHD Events and 
LDL Cholesterol in Recent Statin Trials 

JO, 4541 

GREACE 7/18/02 

Risk Reduction (RR) with Atorvastatin , Compared to Usual Care I 

CHD Prevention  rials With Fibrates in 
Diabetic Subjects: Subgroup Analyses I 

CHD F3sk 
*dy Dmg N HDL M g r  WL Reduction 
Ptimary Prevention 

Helrinki Gemlibrod 135 6% -22% 6 %  68% 
Heart Sludy PSI  

SENDC4P seramate 1 G  6 %  -33% -10% 4 7 %  
(Pi.01) 

Secondary Prevention 

VA-HiT GemfihzB 627 +6% 3 1 %  - -24% 
(Pi.05) 

*(taOih(Oih(CMCMwir~. 
% * ~ d N ~ , M , - , : < , a r l e . ~ * * . ~ ~ ~ . , 8 8 / 1 6 1 1 6 1 1  

MIRACL: Reduction in Risk of FaWNonfatal 
Cardiovascular Events Wth In-Hospital Statin 

Treatment in ACS 

Fa* (n=l%Sl 

xtnm m (r=:a, 
0 - - - m 0 . e  
D 5 (85% W 0.7&4.a)) 

$ .==.%a 

o 5 a i z  (6 

l imes-  RIndonmbM (*t) 

CHD Prevention Trials With Statins 
i n  Diabetic Subjects: Subgroup Analyses 

Q(O Risk 
Dms N HDL Trig WL Reduslion 

Secondary Prevention 

CARE P'mawi, 586 +: -11 a -23%(F=.W 

4s mwaai" m r7 -11 -36 -554i(Pip=MZ) 

UPlD 7S2 +8 - 4  -25 -lS%iEiSl 

American Diabetes Association Order of Priorities: 
Adult Diabetes Mellitus Dyslipidemia 

1) LDL lowering 

2) HDL raising 

3) Triglyceride lowering 

4) Combined (mixed) hyperlipidemia 



Changes in Lipid Fractions Afler 52 Weeks of Therapy 

Ttiplymides 

. +2% 

Improvement in EndoVlelial Dysfunction ARer Lipid 
Lowering and Antioxidant Thelapy 

I Possible AnbBtherogenic Actions of Statins I 
4 ChoIester& estefication. LDL Expression 

oxidah. maemphage uptakeof of ad-n moledks 
O X D L  4 Tssue fador ex-" 

L SMC prolieration andl 
or migration t Endolhelial NOS Ill 

6 Monoo/te-endothelial cell ' p*uc6an 

adhesion ~ a s & l a r ~ - l l  levels 

%n SCAC 

-Measure of Coronary Artery Caldfiwtion, 
cholesterol, and m'glycerides over 2-year period 

Reduces CRP 
Improves endothelid function 
M a y  reduces Azhlzhumer's disease 
May slow progression of osteopxosis 
May reduce inadace of colon cvcer 
May retard propression oim~d5ple 
sclerosis, rheumzroid an&&, =d 
diabetes 

May impede aomc r r t e  cztGcaaon 



Risk Factor-Adjusted Relative Risk of First 
Cardiovascular Event by Increasing 

Quintile of CRP and LDL 

Measurement 1st 2nd . 3rd 4U1 61h 

CRP 1.0 14 1.6 2.0 L f  

LDL 1.0 0.0 1.1 1.3 1.5' 

=p<0.001 

Effect of Statins on CRP 

TreabmenV 
Trial (N) Duration Effedon CRP P 

~ ~- ~- 

CARE (472) PI-Jvaslatim6y L 17.4% .m 

Smtins and DVT risk 

Rate and Adjusted Hazard Ratio (HR) for 
DVT in Female Cohort 

Dw 
RR *?tout n-r* (g. 
wt .i .d-ce) HR 05% Cl) 

T ~ V S o e m e n t  
- (nrZ HE) 11.9 1.0 (Rt-.) 

Risk of MI Associated With Increasing 
Quintiles of CRP 

I Men I Women 

Risk of Ahheimeh Disease by Use of Statins 
or Other CholestemKowenng Mediitkm 

mihritP,n 
W 71SliJ2 

Percentage of Patienls Adheien! lo Statin The;apy 



Summary 

Atherosderosis begins early in life and has a long 
predinical latency with arterial wall involvement 
and remodeling 

Endotheha1 dysfunction occurs as a result of 
e w u r e  to r i i k  factors such as elevated LDL 
cholesterol, increased systol~c BP, and diabetes 

The effed of risk factors is multiplicative not just 
addiie 

Cardiovascular risk and the risk of renal decline 
are dosely linked 

Summary 

Aggressive lreabnent of a:-risk patients 
should 
be pursued, following the latest guideline 
recommendations 

Lipid lowering reduces diiical events and 
appears to stabilize plaque 

ACE inhibitors and CCBs reduce diiical 
events and may have antiathemsderok 
actions 



Hypertension: A Public Health 
Perspective 

A Focus on ALLHAT 

HenryGreenkg. MD. FACP 
Eurasian Medical Education Program 

StLukeb Rooseven Haspita1 
Columbia University 
Kaan.  April 2523 

CVD and Hypertension: US Morbidity 
and Mortality 

SO milion Amebns  have high BP 
The age-adjusted Prevalence of high BP in the US 
population ts 
- 26.4% for men21.5% for women 

in Persons 6 5  yeam, high BP occurs in higher 
pemntage of men than women; in >55 years, in higher 
percentage o f m e n  than men - Increased Prevalence of high BP in el&* - 77% in women 275 years. 64% in men 275 myean 
Fmm 1989 to 1999, age-adjusted death rate from 
hypeflension inaeased 21%; actual number of deaths 
mse 46%. 

-lMiimolon 
M- 
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Hypertension Is a Major Treatable 

Risk Factor for Cardm~scular  D i i  

Powerful independent risk fador for CHD. 
stroke, PAD. and heart failure 

Relationship with risk is continuous 
and graded - Benefits of blood pressure redudion with 
pharmamlogic or other treatment are 
inmemental and continuous 

0 0 - U I - -  
. X ) . . C . l - p . .  

-4.-Ul--u...**WlhCY1* 
p & . ~ - " ~ L = ~ - ~ - . m - k - . ~  - 
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Global Mortality 2000: lrnpad of 
om 

Hypertension Awareness. Treatment. 1 



Unmet Medical Need in 
US Adults With Hypertension 

.o. 

"Hypertension is the most 
important disease in the world" 

Henry Greenberg, MD 2003 

State of BP Control in Europe: 
EUROASPIRE 

3500 Palienis W h  CHD in 9 E u m  Gxrnb-k 

I Why hypertension dominates 

It is the most prevalent vascular disease I . . . .  It is the major din~cal marker of m a r y  
disease 
It can be identified at l i i e  or no cost, any 
place, by anyone (with minimal training) 
It permits access to a patient's familyfw 
more detailed screening 
It can be treated! 

G 

Risk for Cardiovascular Events by 
Diastolic Blood Pressure 

F W h u n *  
~ a W l S t o W w . r . l n W ~ d C V D : ~ I a a u p  

7 '  75." .,.I . a_-', 
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Risk for Cardiovascular Events by 
Systolic Blood Pressure 



Coronary Heart Disease Risk 1 
by Major Risk Factors 

, I 
Stroke Mortality vs Usual BP by Age 

S W k  Blood R.rrun MlrmScB(oodR.nun - r a m *  &.-a 

Risk of CHD Death According 
to Systolic BP and Diastolic BP in MRFlT 

a .  



SHEP Trial: Endpoints 
Active Therapy vs Placebo 

1.60 

1.w 

> z 0.m 

I 
m e  U i D  CHF CVD Deam 

~ ~ R a M n G r m p J M l s X 1 1 1 6 5 9 5 1 . - * *  YU(I trn72,8212. 
210 * 

Reducing Diastolic Blood Pressure 

, Coronaw Heart Disease and Stroke ~ i s k *  

Advantage of Additional BP Reduction: 
NNT to Prevent 1 Stroke Event* 

I 5 to 6 rnm Hg 
Average risk 24 11% 
High risk7 7 37% I 

7.5 mrn Hg 
Average risk 20 11% 
High risk? 6 37% I 

Systolic BP, Not Diastolic BP, 
Obsem ~ ~ q ~ ~ ~ ~ ~ m r d , & 9  ona maMen 

Redudin in Systolic Blood Pressure L o w  
Coronary Heart D h s e  and Stoke Risks I 

From Evidence to Practice 
Update in Hypertension: 

ALLHAT 



Overview of Hypertension Trials 
Many mats have ealuated the eltech ofdmerenl 
anohVpertensve regmens in speufc ppulallons. 
eg. pallem wth vascular asease, dlabeter, renal 
orsease, the eldew 

Me&-analps have mpared  active beahen8 wah 
placebo and wim o%r active treatments 

- ALLHAT is me largest randamized clinical bra1 
underlaken to answer me ouestion whether mere are ...... 
O t f e r e ~  amwg &SS~S'OI an~ln~pertenswe 
agentsdbrek (chlomaldone), alpha blocker 
(doxaros:n). ACE1 (Isinopnl), and CCB (am adpine) 

ALLHAT: Stroke 

ALLHAT: All-Cause Mortality 

......" La- 
E 6 CMrmalxMe 

9 4  
9 

2 3 4 5 6 1  

NoBW T h  Event, y 

%52Y, 1L.535 13.- 112Q3 rr.570 slss s l 7  
W48 8547 8211 7419 69)7 3815 781% 

Laarm OOY 6543 8~12 77% 67s w ,818 
I Y W T  - RLarm -~ I- -mim7. 

ALLHAf: Piimaw Outcome iCHD Death and 

* .SW TtnmhnSy 
~ ~ 5 2 % i ~ . ~ n ~ x m  z 3 . m  1 4 2 8  SYO XB 

IOU) -6 8n8 7 U  681 38711 1m 2 5  
OOY 8US m a  nu 668 399 ,m 101 
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ALLHAT: Combined CHD 
30, 

152% 1 4 2 3  I I M I Z I I S  ID.SS? S?4 t56 16i 
IOU) =?a 7sU 7e7. Qn a r 2  ia2 r e  
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iLUI-*C-O_O.YLU ?muPma?~ = 

ALLHAT: Hospitalized Plus 
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r m m h m r  
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ALLHAT: Com~onents  of Secondarv 

ALLHAT: Total Mortality 
(Lisinopril vs Chlorthalidone) Subgroups - 

ALLHAT: Combined CVD (Lisinopril vs 
Chlorthalidone) Subgroups - 

Tdal 1.10(1.C&1.16) 

ASe <65 1 1.05(0.97-1.15) 

Age rS5 1.13 11.061.20) 

Men i' r.w(1.m-r.is) 

wanen 1- 1.72 (1.u%,.21) 

BhCL i - 1.19(1.09.1.30) 

Mobb& +- 1.06(1.m1.13) 

Ihabetr * 1.w (t.Wl.17) 

W a b e B  i - 1.12(4.C5I.l9) 

ALLHAT: Secondary Endpoints: 

ALLHAT: Total Mortality (Amlodipine vs 
Chlorthalidone) Subgroups 

ALLHAT: Stroke (Amlodipine vs 
Chlorthalidone) Subgroups 



ALLHAT: Intermediate Outcomes 
Biochemical Changes at 4 Years: Potassium I 

Conclusions 

- Hypertenswn a major treambk risk fador for CVD. 
including CHD, stmke. PAD, and heart failure 1 
Incremental blood pressure reduhn is meaningful 
from a public health perspective 

Benerits of blwd pressure reduction with 
pharmamlogical treatment are incremental and 
mntinuous 

Compelling need for clinicians to use more effective 
BP-reduang drugs to achieve recommended 
treabnent goals 

m.-- m 

Summary and Conclusions 2 
ALLHAT demonstrated that the 
lisinopril-based treatment was not as 
effective as the diuretic for reducing 
systolic BP 
Contraly to expectations, ALLHAT 
showed that resuns for the group taking 
lisinopril were not superior to the diuretic 
group with regard to CHD and CVD 
morbidity and mortality in the overall 
hypertensive population and in diabetics 

ILlUUT--~~,NAm~7-200,. a, 

Summary and Conclusions 1 

ALLHAT is the largest hypertension bial with 
great clinical relevance 
ALLHAT emphasizes the importance of 
controlling systolic BP 
ALLHAT demonsbates that aggressive 
treatment is necessary to achieve systolic BP 
goals 
ALLHAT shows that multiple medicatio'ans 
often are required to get to BP goal 

-TCDPbPI-WaaUICC-m.- < 

JNC-VII 1 



Hypertension in High BX patients: 
Number of Agents Used to Treat BP 

UKPD5 m Hp, 
aeslolr) 

HDRD (92 mm w. MAP) 

HOT ( am Hg dasWl 

Phvsician Practices 
 rea at in^ Hypertension 

- Hypertenston. parbwlarly ISH, seldom treated to 
rewmmended goal 
No inaease in medication at 75% of visits 
despite wntinued BP elevation - Drugs rarely uptitrated: reluctance to include 
additional dwgs 
Therefore, more effective monotherapy drugs 
auld  facilitate attaining rewmmended treatment 
goals 

I Thiazides and Related Diuretics I 

Barriers to Hv~ertension Control 

14% always. 62% usuany 
PCPs saSsfled with BP values. despae 93% d 
SYSID~~C BPvalues beiw al or above 140 rrm Hn 

48% of sumeyed physkians beTIWed riSL d M I  and 
S W e  greater with BP of 135RS vs 150180 mm Hg 



Prevention of cardiovascular 
complications in patients with 

hypertension. 
Results of new research. 

Chief cardiologist o f  the Ministry of Health 
of the Republic of Tatarstan and of the 

Department o f  Health of the city of Kazan 
JlOlrrOp MeJlHLIHHCKHX HayK, 

Professor A.S. Galyavich, MD, PhD, D.Sci 
(KSMU) 

- 
Mortalrty rate per 100 000 population 

in Republic of Tata&n because of CYD 

C u e p m m  naceneHHn PT Ha 100000 OT 

bd 

0 .  

1998mn 19S3mn 2mOma 2mlmn zm2ma 

Io- by 

Prevalencs of CVD in popuiation of the 
ciW of Kazan afmr 18 years of age 

Mortalityrate because of major ouses in I 
population of Tataman I 

I Incidence rate of C M  per 1000 ! population of Republic ofTItult.natarstm 

I after 18 years of age 



Incidence rate of CYD In POpUlaliOn of 
Kazan afterl8yeart ofage I 

(CHD) in adult population of Kazan 
(over I 8  y.0.) 

EPOCH - epidemiologic study 
( C W  

Major CVDs in European part of Russia: 
1. Hypertension - 39,7% 
2. Stable angina - 12,1% 
3. MI - 2,3% 
4. Valvular defects - 1,1% 
5. History of stroke 2,5% 
6. Diabetes mellitus - 2,9% 
7. CHF - 2,3 % of population. 

Prevalence of aer ia l  hypertension per 
ill00 population in Kazan in adults(over 

18y.O.) 

Primary diiabilw rate caused by CVD in 
population of &an (over 18 ya.) 

10 !L 0 2K'wa 2mm 2cmma 

EPOCH (Arterial Hypertension 
AH - 39,7%) 

AH I-degree - 49,1% 
AH l ldepee  - 29,5%. 
AH Illdegree - 7,2% 

Effectively treated patients (BP in m e  
measurement c140!90 nun Hg) - 7,2%. 



EPOCH in Tatarstan (AH - 32,4%) 

CiIy of Kazm Counuy tide 

Prevalence of AH-29% Revalence - 32% (women 
(women - 59%) -68%) 

1 degree - 71 % 1 degxe- 83% 
2 degree - 22% 2 dmee- 16% 
3 degree- 7% 3 dm=- 1% 

Donot measure BP - 49% Do not measure BP - 61% 

Disease needs to be prevented at the 
very beginning, 

it is late to prepare a drug when disease 
is already here. 

Publyi Ovidyi Nazon, 

43y b.c. - 18 ax.  

EPOCH (drugs) 
The numba of pqaratim analysed - 10022 
%of cases 
ACE inhiiiurn - 22.6% 
Beca-blockas - 93% 
Nimtes - 93% 
Diwaics - 7,8% 
Calcium c h e l  blockers - 5.4% 
Rawoliia preparations - 10.1% 
Othet drugs, maabolitcs and wdativeg not &e&g 

prognosis and o u m a  - 243% 



Nonsteroidal 
Anti-inflammatory Drugs 

Sara E. Walker MD, MACP 
Professor of Medicine 
University of Missouri 
Columbia, Missouri 

@ONSTEROIDAL ANTI-INFLAMMATORY 
DRUGS (NSAlDs) 

How NSAlDs work: 
Inhibit prostanoid synthesis through 
cyclooxygenase (COX) blockade 

= Two COX isoforms: COX4 and COX-2 
= Traditional NSAlDs -inhibit both 

isofonns 
Examples: ibuprofen, naprosyn 

New NSAlDs inhibit Cox-2 

SIDE EFFECTS OF TRADITIONAL 
NSAlDs (suppress COX-I 8 COX-2) 

Gastric I esophageal irritation 
Peptic ulcer disease I exacerbation - Anti-platelet activity 
Reversible hepatocellular toxicity 
Decrease in creatinine clearance 
Fluid retention 
Rhinitis, nasal polyposis, asthma 
Headaches, confusion in the elderly 

PHARMACOLOGY OF NSAlDs 

Given orally - compfstely absorbed 
Most are weak organlc acids - >95% bound to serum albumin 

* If albumin is increased, the free serum 
component is increased 
Metabolized in liver, excreted in  urine 

SPECIAL PROPERTIES OF 
NSAlDs 

= Very long half-life 
' piroxicam, oxaprozin 

Avoid in hepatic disease - nabumetone 
Salicylates 

least highly protein-bound 
= zero-order kinetics 



GASTROINTESTINAL TOXICITY OF 
TRADITIONAL NSAlDs 

= Systemic inhibition of prostaglandin 
synthesis, if given by any route 

= Stomach, duodenum, smallllarge bowel 
Dyspepsia, nausea, abdominal pain - Esophagitis, gastritis, ulcer, 
Perforation, hemorrhage, death 

= Ulcers: >3mm in 15-31%; FDA2-4%1yr 
gastric ulcers 

' Strictures, bowel obstruction 

INCREASED RISK FOR 
NSAID-INDUCED GI ULCERS 

>60 years of age 
History of peptic ulcer 
Previous treatment, anti-ulcer drugs 
Corticosteroids 
Highdose NSAiDs 

= Multiple NSAlDs 
= Serious underlying disease 

SUBSTITUTES FOR NSAlDs 

Nonacetylated salicylates 
-Choline magnesium salicylate 

= Opiods 
- Oxycodone 
-Fentanyl transdermal patch 

PREVENTING DYSPEPSlA IN 
ASYMPTOMATIC PATIENTS 

In asymptomatic RA patients, 
NSAlDs + low-dose H2 blockers 
increased risk of GI complications 

= In the presence of dyspepsia, 
NSAlDs + HZ blockers improve 
symptoms 

= Therefore, use of H2 blockers with 
NSAlDs is g&t recommended unless 
the patient has dyspepsia 

-mln(nmt096:1%3~,5H 

PREVENTING ULCERS 
IN HIGH-RISK PATIENTS 

- Traditional NSAlD + protective agent 
- High-dose H2 blocker 
- Proton-pump inhibiior 
- Misoprostol 

Highly selective COX-2 inhibitor 

SUBSTITUTES FOR NSAlDs 

Rheumatoid arthritis 
-Low dose prednisone (5 - 10 mglday) 
-Early use of remimive dmg 

= Osteoarthritis 
-Acetaminophen 
-Glucosamine-chondro%in sulfate 
- Capsaicin cream (025% - 0.75%) 
- Inta-articular hyaluronic acid injedion 

n 



WHAT'S SO GREAT ABOUT NEW NSAIDs7 
Here's the rationale - 

COX4 is in many cells. COX-I inhibition 
suppresses beneficial prostaglandins - 
may lead to mucosal ulcers, renal failure 

COX-2, in cells at sites of inflammation, 
induces production of prostanoids that 
modulate inflammatory response. 

Theory: Control of COX-2 should control 
inflammation with NO GASTROINTESTINAL 
SIDE EFFECTS 

COX-2 INHIBITORS 

Celebrex - celecoxib 
-200-400 mglday. BID 
-5ulfonamide - beware hypersensitivity 
-*FDA label change: GI safety down- 

graded, = naprosyn or diclofenac 

Vioxx - rofecoxib 
-12.5 - 25 mglday 
-*Edema, 'Suspect risk of thrombosis 

Bexfra - valdecoxib " 

COX-2 INHIBITORS 

PS effective as "traditional" NSAIDS 

= No influence on platelet adhesion or 
adherence 

= Displace coumadin 

a Meta-analysis: risk of stroke, myocardial 
infarct in RA (JAM4 2001) 

= Rare GI bleeding, dyspepsia 

Not renal or hepatic sparing 
w 

NSAlDs - FRIEND OR FOE? 

Benefits 
-Readily available, nonaddicting, 

effective, relieve pain and 
inflammation 

Drawbacks 
-Most toxic to  those who need them 

the most (elderly, severe rheumatoid 
arthritis), side effects may be severe, 
the newest and safest are expensive 

= 



HOSPICE CARE 
IN THE UNITED STATES 

PHILOSPOPHY OF HOSPICE 
CARE: 

AN OVERWEW 
Janice Farmer, MSSA, LISW-C 

Bethesda, Maryland 

Philoso~hy 

Emphasis on palliative care, not curative 

Recognition that a cure is not always 
possible I 
Treatment is to provide comfort care and 
pain control 

Diseases include- 

Cancers 

Heart Disease 

HIV I AIDS 

End Stage Renal Disease 

Alzheimer's Disease I Dementias 

HISTORY 
"HOSPICE" LATIN HOSP/T/UM 

Dr. Cicely Saunders England 1940 
initiated the concept. Provided a quiet 

setting for death with dignity. 

Hospice Care introduced in the United 
States in 1974. 

Palliative Care - Palliation or relief of 
symptoms 

Comfort Care - Physical, emotional and 
spiritual needs 

A recognition by the patient and family that 
aggressive treatment will not alter prognosis or 

cure of the disease process. 

Hospice Care is for patients with a limited 
l i e  expectancy - 6 months - as diagnosed 

by physician 

Wholistic a ~ ~ r o a c h  - 
Physical - Emotional - Spiritual 

Care focus patient I family needs 

Supports understanding and acceptance 
that death is a part of the l i e  process 



Decisions for Hospice care - 
Physicians discusses with patient and 

family 

Referral is initiated 
Admission includes an assessment of: 

Diagnoses I physical need 
Emotional i Spiritual needs 

Family participation 

Challenae for ~hvsicians 

Traditionally physicians focus on treatment 
with the goal to cure the disease process. 

Hospice education forphysc;ans inc/udes 
The recognition that a disease process not 
responding to treatment does not mean 
treatment failure. 

The need to reassure patients that palliative 
care is not 'abandonmenr by the physician. 

lnterdisci~linaw (Medicallv Directed) Team 
Both for Home visits and Faci l i i  

Registered Nurse 
Social Worker 

Chaplain 
Home Health AidINurse Assist 

Physician 
Volunteer 

Pavment for services: 

Private Insurance 
Medicare (for patients over 65 years) 

Medicaid (low income) 
Private pay 

Donations from Hospice Volunteer 
fundraisings 

Challenge for Patients and Families 

Understanding and awepting that palliative 
care is a form of treatment 

It is diiwlt for patients and family to talk 
about death 

Planning for death is not "giving up on life- 

Individualized care plan based on patient's 
physical. emotional and spiritual needs. 

m: 
Education to help families provide necessary 
care and to help family understand physical 
and emotional changes as death approaches 



Role of Hosdce Nurse I 
-Regularly scheduled visits - assesses 

patienfffamily needs 
-"On Call" skilled nursing available 24 hours 

every day 
-Provides expert pain management 
.Keeps primary physician and Interdisciplinary 

team informed of patient's mndiiion 
-Education on end of life issues 
.Initiates Respite Care 

$3 

I Role of Home Health Aides / Nurse Assistants ( 

Assists with daily care needs, bath, bed 
changes, meals 

Assists with routine tasks 

I Helps with Respite care, giving family 
caregivers time for their own personal needs I 

Role of Volunteers 

Assists family with tasks as minimal 
shopping, bill paying, etc 

Provides limited respite 

Provides diversional activities I reading 

Organizes fund-raising events 

17 

Role of Social Workers 

Provides emotional support to patient I family 
Counseling of patient I family 
Encourages communication 

Listening 
Bereavement Needs 

Assists with reality issues 
Coordinates Respite Care 

Assists with end of l ie  tasks 

Role of Chaolains 

I Provides spiritual support to patient I family I 
Encourages communication 

Listening 

I Assists with memorial I funeral services I 
I Counseling - end of l ie  needs 

Patient care services are ~rovided in: 
Private homes of the patient or careg~er 
Nursing I Convalescent Homes 
Hospice Care facilities 

I Focus is for patient and family to feel a sense 
of control 



When the Patient Receives 
HOs~ice Care in the Home 

All Medications, supplies, equipment needed 
for comfort of patient is provided 

Homes may be supplied with hospital beds, 
bedside commodes, oxygen, dressings, 
showerlbath equipment, wheelchairs, walkers 

I Bereavement I 
Hospice Care includes continuing contact and 

support to surviving family members and 
caregivers 

I Support provided includes support groups and 
individual counseling for about one year I 

Referrals made for counseling if caregivers 
are experiencing "cnmplicated" grieve 

In summary I 
Life threatening disease process and decisions 
for palliative I comfort care is a diicult and 
stressful time for patients and families 

Quality of family relationships, positive and 
negative, intensifies 

Preparation and ongoing education of the 
Hospice Interdisciplinary Team is critical for the 
prevention and relief of suffering 

?, 

Hospice Interdisciplinary team available to 
support patient and family 

Assistance given in memorial service or 
funeral arrangements 

I Pediatric I I Specially trained lnterdisciplinay team I / Sensitivity to parents and sibling needs I 
Recognition of intensity of emotional and 
physical needs of the pediatric patient and 
family 

Web sites 

American Academy of Hospice and Palliative 
Medicine (AAHPM) 

Center to Advance Palliative Care 
CAPC Manual 

San Diego Hospice 8 Palliative Care 
Center for Palliative Studies at San Diego 

Hospice 

:* 
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Page 1. 
Demographic processes in Russia (per 1 000 population) 
Columns: 
Years I Bbfhrate 

! N a d  increase in ! 
/ population 

Page 2. 
Sanitary-demographic parameters in the Republic of Tatarstan (per 1000 populatio~) 

Page 3. 
Natural changes in population of the Republic of Tatarstan (per 1 000 population). 

Colwnns: 

Page 4. 
Coefficients of natural changes in population of the Republic of Tatarstan. 
Upper line - mortality rate 
Lower line - birth rate 

Years / BlrUlrate 

Page 5. 
Maternal mortality in the Republic of Tatarstan (per 100 000 infants born alive) 

Mortality rate Infant Mortality 1 Xannal increase 1 I 1 in population i 

Yd' Page 6. 
Infant mortality in the Republic of Tatarstaa @er 1 000 infants born alive) 

Page 7. 
Causes of death in the Republic of Tatarstan (2001, % of total) 
1. Diseases of cardio-vascular system- 59,1% 
2. Traumas, poisonings and other external causes - 14,2% 
3. Oncology - 13,4% 
4. Respiratory tract diseases - 4 3 %  

Total 91,2% 

Page 8. 
Life expectancy in Russia 
Columns: 

' 1 Ye& / All population 1 Men 1 Uiomen i 

Page 9. .. 
Mean H e  expectancy in Russia (including Tatarstan) - in years 
Columns: 

Difference / \Vomen ; Difference i 
rRF ' R T  ' 1 

RF - Russian Federation 

kJi 
RT - Republic of Tatarstan 
The data (prognosis) presented form the Journal "Healthcare of Russian Federadon:'. 2001: Xi> 

P.19-27 



Page 10. 
Demogapkc tree of the Republic of Tatarsian (2002) 
Men (left), Women (right). 

tu' 
Page 11. 
Main causes of deterioration of health of the ~ o ~ d a t i o n  

A 

1. Bad life conditions because of economics inefficiency and huge ex'rmal eqmses  in the 
cold war period 

2. Insufficient (absolutely insufficient) funding of the healthcare system 
3. Low efficacy of treatment and preventive activities in preventing morbid@ and 

disability of preventable causes 
4. Irrational management of resources (material and human) due to ~ g h l y  cenuahed 

administration. 

Page 12. 
Number of abortions performed in medical facilities of the Republic of Tatarstaa (1991-2001)' 

1. Absolute number, including mini-abortions 
2. Per 1 000 women 15-49 years, including mini-abomons 
3. Number of abortions per 100 iniants born alive 
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Eurasian Medical 
Education Program 

Continuing Medical Education for 
Russian Physicians 

Amaican Cnllege of Physicians 

Richard G. Farmer, M a ,  MACP 
Medical Director 

The 20" Century 1 
Life Exuectancy - (47 to 77) 30 years of 
life added. High-tech medicine has 
helped, but public health improvement 
accounts for 25 to 30 years. 

1. Immunj,tion - smallpox/polio to be 
aadicated 

2. Infection Contra- wata good, sewage 
hearmenS antibiotics, TEI 20,000 lives 
1953 -today 2,000 

The 20" Century 

5. Workplace safaj - (1900.25) 356 mine 
disastes (5 or more filled) - (1975-2000) 14 
mine disastas - Omrpuioo.lfisrr dalioed (amdr &Ex) 

6. Motor vehicle safely - d a t b  31/100,MW) 
(1937) to 16/100,000 (today) - Seatbcbr. rrfp - and mrdr, D M  h w  

7. Tobacco contml- 55% (1950)- 25% (2000) 
in males - surgmnhcnlqnin  1%4-m h-- 

liti* and political  add^ 

Public Health - Definition 

F'ublic health is a series of activities to pmmote 
health, to prevent disease and injury, to prevent 
premature death, to insure positive weU-bemx> 
which is population-based. It is NOT 
diagnosis, k-atment and rehabilitation of 
individuals b m  disease - that is medical care. 

- The US. only commits 3% of the S12  uiliion 
health budga to public health. 

The 20" Century 

4. Bavr f&ed and safm foods- &z, 
pellagra and rick- no longs mdemic 

. k d % l m - W d a r j ~  
~. . 

The 20" Century 
8. Cbiidbinh safely- 1913 lading caw of dntb 

for womm in reproductive years (aAcr TEI) . ~ , m o r m i f y ~ ~  

9. Family planning- 3.3 binWwoman in 1917 to 
2.1 bWwoman Goday - l i ' b c n u d ~ - - ~ z d ~ ~ ~  

10. Flouridation - since 1945 - Goday dmm a\%- 
h e  generation 



Sources of Public Health Data in US 

US Dqwmmt of Health and H m  Savices 

Centa for Disease Control and Rwmtion 

National C m t ~  for Health Statistics 

StateDepartmmt of Health 

DEATH AND DEATH RATES, US 1999 & 2000 
AU ca~1~5-2.4xdlbn 

FaIepr IW,0Mpopulation 873 in 2WO (882 in 1999) 

c?GsS 2000 Rate 1999 Rate 
Heart disease 258 268 

Cancer 200 202 

Cerebral vareular disease M) 62 

Chranicrespbtory direare 45 46 

Aeeidentr 34 36 

Diabaes 25 25 

2001 Public Health Data 

- 3074 deaths fiom terrorism (9 1 11) 

HIV death rate decreased 3.8 % 
6* leading cause of death ages 25 - 34 
Rate decreased by 47.7 % since 1996 

- Drug-induced deaths decreased by 5.7 % 

No change in death rates fiom alcohol, 
firearms, injuries 

Death Rates, Life Expectancy, Infant Mortality, US 

m 1999 
All Deaths 2303.698 2391399 
Death Rate (100.W pop.) m 881.9 

hfde 1.042.7 743.6 

F d e  739.8 743.6 
Life Erpccaocy 76.9 76.7 

Male 74.1 73.9 
Female 79.5 79.4 

hht Dead% 27,987 27.937 
hht Mortality Raw 6.9 7.1 

(1,Wbii) 

INFANT MORTALITY, US 
1999 & 2000 

Undo o n  wnlb ofagc 
AU a- 18.7j7in2MO Ism in 1999 
Ratepn lWO livc b H s  4.6in2000 1.7 in 1999 

2001 Death Rates, Life Exgectancy, and 
Infant Momlily 

.Death Rates: Male 1029. F d a  722 

'Lift Expcnaocr hlak 74.4, F d e  79.8 

.Infant Mortali~y 6.9 



The 20" Century 
- Challenges for  the future. continued 

5. Raising our children out of poverty and 
tending to their development and emtionat 
needs 

6. Improving lifestyles - weight, alcohol and 
tobacco consumption, exercise, sexual 
behavior, illicit use of drugs and firearms 

7. Improved health literacy 

The 20" Centuy 

ChaUenees for the fnture 

1. Universal health insurance with a 
conrprehensive primary m system 

2. Clodng the health gap b a r n  rich and 
pwr-  whites and minoritis 

3. Containing emerging infections 
4. Continued assault on heart disease 

Chronic Ischemic Heart Disease 



Cardiovascular Diseases in U.S. 
htimistic Trend 

- 25 - 30 %reduction in mortality each of thepan 
three decades 

- Risk factormodi6catian in high risk individuals 
Elimination of smoking 

Improved diets 

More active life styles 

Attention to blood pressureconlrol 

Cardiovascular Diseases in US.  

-Esfimated: Two-thirds ofreductions because of bena 
medical care - Estimated: one-third of reduction because of risk factor 
mdkication 

Abolutenumber of cornnary deaths mchanged - occur 
at olda age 

Public Health Implications of 
Excessive Alcohol Consumption 

US Dam: 

- 8 million slmbol depodence 

- 5.6 million a h 0 1  n b w  

- 66.5 miUion smokers 

- 1 6 d l i o n - i i I i c i t d m g ~  

.FaMr in25% of all dealh 

-Ascs 12.20driolim- 20%oflotal 

.%msiW" =>2 drinksidny(ms0): > 1 &kWdaY (worn)  
I*MA289-lrn1.20m 

x 

Cardiovascular Diseases in the U.S. 

- %of patients a q w i k g  hcan a& or slddm 
death have had agming symptoms 

Cardiovascular Diseases in U.S. 

-Effective Thwpis - Rimary h e n t i 0 1 1  

- Aspirin 

- satin mug3 

- Risk fanor modification 

- Activelifale 

American College of Physicians 
Preventive Senice Recommendations 



American College of Physicians 
Immunization -Adult Recommendations 

-Ianuenra >SO, ycarly 

-Pnaunocaceal %5 

-Hepatitis A and B - all 

-Tetanus - Diptbaia- n r . q  10 years 

-MMF- once 

Clinical Preventive Services 
Agency for Healthcan Reseanh and Qvality 

US Dept of Health and Human Senices 

Lipid Disorders Diabets in Pregnancy - Hearing Disordas OnmpOmriS 

Mental Disorders - SI?X 
Subslance Abuse Chemopmtion: - AdultDiabas HRT, Aspirin 

Case Finding 
Utilizing patient demographics, 
risk factors and symptoms to 

determine whether to apply a test 
to an individual to detect disease 

Preventive Senices Recommendations 
(United States) 

US Preventive Services Task Force 

Screenine, 
Examination of a group to separate 
well persons f?om those who have 

an undiagnosed pathologic 
condition or who are at high risk 

I Effective Screening Criteria 

Disease Criteria: 
I .  Saws cmmqmca (high morbidity (K 

-tr) 
2. Aaeptable therapy &a1 is m m  e5mive than 

symptom-diagnosed disease 
3. H@I pmalmceofa long precbninical phaw 

that is d a t a b l e  by the wrcmbg 1 s t  



Screening Measures 
Blood P r s u e  Measurement 
Blood S u w  DDetermination 
Blood Lipid (Choleneml) Detamination 
Glauwma Testiog 
Canc~screeniog 
- Brun  - M a m g q h y  
- Col0mfmn- OccdtBlmQ Mawopy 
- Cavix-Pap- 
- Rostlfe- PSA 

U S  Rrrcolim sm-= I&- 

CDC Updated Interim Case Definition for 
SEVERE ACUTE RESPIRATORY SYNDROME 0 

Close wnuct dunng I0 dap before the fim n m  of 
awasc wtth the resplntory slck patlent and the mp 
to the SARS arca or contact wth the person, 
lnvmpted or nrsplclou for SARS - March 22,2M)3 - Caws of susptclon or radmgraph~c 
s p  ofpncunmn~a or RDS, or s tom of 
3 lo thlc KDS on autopsy - pro?% cares by the 
d d e f m t t l o n  

CDC Updated Interim Case Dehition for 
SEVEREACOTERESPIRATORY SYSWROIE 0 

Snmected Case 

"The doctor of the future will give 
no medicine but will interest his 
patients in the care of the human 

frame, in diet, and in the cause and 
prevention of disease." 

Thomas A. Edison 



Eurasian Medicid 
Education Program 

Continuing Medical Education for 
Russian Physicians I 

M c a n  College of Physicians I 
Richard G. Farmer, MD, MACP 

Medical Dir&or I 

Medical Education in the 
United States 

2. Medical Schooi @lD decree) 
- Ages 22-26 (4 years) 
- Often diffffent location 6om undagraduate 
- First 2 years basic science - IBCN~PS, laboratory 

work, in&uction 
- 3" md 4'yean - "clinical"in hospiral and 

outpatiat settings 
- hgras ive  patient ~esponniility (wit6 

supvision) 
- Exams, standardized national testiog 

Medical Education in the 
United States 

Medical Education in the 

Medical Education in the 
United States 

Medical Residenw Featores . cont - Elcaivc w: Spocifie or &kd Situadom 
- P x c e & m s ( r t o % x ~ . I B i - r )  . Confmoccr 
- 1 4 -  
- CPC - Sub-specialtyRwatiors 
- c d b b . ~ D m ~ , ~ , ~ m i l a  

h m r u o b @ m b ,  16rcrmV)%x. re . Bioelhi~ 
Clinical hvmigaricn'R- - Aflilimed Hospitalr 



Medical Education in the 
United States 

4. Surgicai S~ecialties 
D d o n :  4 7  yearr (ages 27-34) 
- Gmcnlnvgtry - Tboncicrmgq - Cardiorawular 
- Nc- 
- m o ~ s r  

- Gyncmw 
- urnlogy - DpIhmolqgy 

- Olo+"80lW 

Medical Education in the 
United States 

6. Contiouine Medical Education 

- Conferences, lectures, seminars 
- Duration: days orweeks 
- Requirement generally 50 hours over a 2 year 

period 

- - -  - - -  

Medical Education in the 
United States 

Reeulation. cont. 
2. Certification of Specialty 

- National exam by specialty organizations (NOT 
govenmat) 

- All specialties, including g a d  practice, family 
medicine, primary care, as well as bxditimd 
specialties 

- Timelimited; m e w  with exam 

Medical Education in the 
United States 

Redation 
1. Lieensure- to praaice mdidnc  

- Giva by individual stales and mmed say 2-3 
Y- 

- Pas exam; ob&CME 
- Ethicai s a d a d s  (liunse can be revoked by ale 

-1.. - S-won by Medical Board of Physicians and 
othas 

m 

Medical Education in the 
United States 

Regulation. cont. 
3. Medical Schoolsand Residency 

- Pm- zreaccredi~~3 by national 0rgard;aticm - 
private, NOT govanmmt 

- Standards are developed and mimed 
- 425 program ia l n t d  Medicine 



Core Clinical Competence in 
Internal Medicine 

1. Patient Care 
R M *  prom&% d!sex pm-Uo4 flclmimit 

2. Medical Knowledge 
. M n c l l r m u i U o % b u l c ~ d L n ! d * ~  

C M c l l p r o b k M m m d  6 d - m -  
3. Interpersonal and Communication Skills 
4. Profmionalism . EtbicllprulhSmmpmrn,~arrtill~ 
5. Practic*Based Learning and improvement 
6. Systena-Based Praetice . ContininuiwoIM 



Eurasian Medicd 
Education Program 

5 Years in Russia: 1998 - 2003 
Kazan, Ekaterinburg, Khabarovsk, Tula. 

Birobijan 

Richard G. Farmer, MD, MS, MACP 
Medical Director 

Program Emphasis I - Prevention. early detection. management, 
prevention of mmplications, continuity of care of 
diseases that can cause premature death 

- C a r d i i c u l a r  disease, diabetes, tuberculosb l 
Women's health, public health, public education I 

Data Collection: 
Cardiovascular Disease and Diabetes 

- 5 programs are ongoing 
-Cardiovascular: - 3 pmgrams over 3 years, involving m e  man 750 

patients . SigniKcant increase in mmpliince wim medicah - Signscant impmvement in Mwd pressure mntml - Deaease in sick leave and disability 
Great decrease in hmpitaliition 
lmpmvement in lifestyle (exercise, diet) 
Some decrease in smoking 

Continuing Medical Education 
Ledures - 35 programs: 5.W Russian dodorr 

- TrainUleTrainers - slides, handouts and Wres 
by RusSan professors, using EMEP infwmatim. lo 
more than 1.500 Russian physicians each year 

I Polyclin;~ Wsiis - dired palient antad data 
mllection programs. 7 locations 

I WMng Profesmrs - 22 members of the American 
College of Physicians 

Tuberculosis 
8 visits of Russian physicians lo the US for 
bain~ng in DOTS and laboratory procedures - 
formal programs in Newark. Balhore and 
Denver 
As a result of EMEP, DOTS officially estaMished 
in Sverdlovsk by government deaee 
Laboratory procedures based on culblre and 
sensiiivii developed 
Sverdlovsk Oblast - more than 1.500 Russian 
doctors mined in DOTS using EMEP malerials - Collaboration developed betwen pmMl and 
civilian tuberculosis treatment programs 

Data Collection: 
Cardiovascular Disease and Diabetes 

2 Programs over 3 years, involving mwe than 
10.OW Datients - ~ i m a l i c  d-ase in ketoaddmis - Damah decrease in h@lal@tim 
Damatic decrease in mortar* 
Improvement in paent m m p k ~ ~ ~  w i M  
medicahs, diet and lifestyle 



Osteoporosis: 
A Public Health Problem 
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By Sam E Walker, MD, MACP 

OSTEOP~ROSIS 
An International Problem 

Most common metabolic bone 
disease worldwide 
Affects 200 million people 
After 50 years of age, exponential 
increase in fractures: 
-Women 40°/o,.Men 13% 

OSTEOPOROSIS 

Definition: 
Loss of inorganic mineral 
- Ca and PO4 hydroxyapatite aystalr 

andorganic matn'x 
-collagen and other pmteins 

Result: 
Low mass, fragile bones, fractures 



I BONE REMODELING CYCLE ( 

I OSTEOPOROSIS 

BOX XrnxRAL D E S S ~ Y  XEAX~RE\EXT 

e+mm".,wmd, 
Aim- -- 

14- 



BONE IvUh'ERAL DENSITY MEASUREMENT 

8MD rmJnD = 0% dm2 

T=psa*BMDmaldd 
Z=agematched NHA 02101197 

EFFECTS OF .UWWiESORF'TT+'ES 

I TERIPARATIDE @DNA) RECOMBINANT 
HUMAN P m m o m  HORMONE (1-34) I I EFFECTS OF PARATHORVOKE 


