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esearch

« Diligent and systematic inquiry or investigation into a
subject in order to discover or revise facts, theories,
applications, etc.: recent research in medicine. -noun
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L. B .

o Attempt to find out in a systematically and scientific

manner; -verb
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Study Design
|

A Y

Descriptive studies Analytical studies

_’ Observational Experimental
studies studies
_ Case serial
reports

Randomized
g Controlled Clinical
trials

Randomized
=l Controlled field
trials

B Non-randomized
experiments

8

Case-control Cohort
studies studies
Retrosp_ective

(historical)

Cross-sectional
—> .
studies
_ Ecological
studies
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) John Snow — a historical giant in epidemiology [Z”E'fgl
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U CL ﬁ Department of Epidemiology
School of Public Health

This site is devoted to the life and times of Dr. John Snow
(1813-1858), a legendary figure in the history of public
health, epidemiology and anesthesiology.

Search
Ralph R. Frerichs

John Snow site & . r
1859 London map Click = with your left mouse key to see and hear the

1856 Water map material or * and “1to see the material. @ is for
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Current Cholera
WHAT IS THIS SITE ALL ABOUT?

Bioterrorism The following articles describe the intent of the John Snow site and comment
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Systematic Reviews
and Meta-Analyses

1st

Randomized
Controled Double
Blind Studies

2nd

Cohort Studies
3rd

/Case Control Studies\
/ Case Series \
4th

Case Reports

Animal research
/ In virio (‘test tuble’) research \
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Group of interest
(e.g. cancer patients)
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Draw - Compare

conclusion histories Comparison group
(e.g. non-patients)
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Group of interest
(e.g. smokers)
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Comparison group Compare
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Study Without Comparison

A very important Boston surgeon visited the school and delivered a
great treatise on a large number of patients who had undergone
successful operation for vascular reconstruction.

At the end of the lecture ......
Student : Do you have any controls ?
Surgeon : Do you mean did | not operate on half of the
patients ?
Student : Yes, that’s what | had in mind.
Surgeon : Of course not. That would have doomed half of

them to their death.
Student : Which half ?

Gordis L: Epidemiology, ed 2. Philadelphia, W.B. Saunders Company,2000 ”
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Simultaneous Nonrandomized Control

A sea captain was given samples of anti-nausea pills to test during a
voyage. The need for controls was carefully to them.
Upon return the ship, the captain reported the results enthusiastically.

“Practically every one of the controls was lll,
and not one of the subjects had any trouble.
Really wonderful.”

A skeptic asked how he had chosen the controls and the subjects.
“Oh, | gave the stuff to my seamen and
used the passengers as controls”

Gordis L: Epidemiology, ed 2. Philadelphia, W.B. Saunders Company, 2000
22



FE A,
Randomzation

1.0Observational Study
n=2,000 Myocardial infarction

Intervention Non intervention

T P
800 [#-200 | 500} 500!

Deaths: 80 100 50 250
Total \:;O_I \_3!0_’
Deaths:
Mortality 18 % 30 %
Without Arrhythmia > w:&, With Arrhythmia

Gordis L: Epidemiology, ed 2. Philadelphia, W.B. Saunders Company, 2000
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Randomzation

1.0Observational Study 2.Experimental Study
n=2,000 Myocardial infarction n=2,000
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Intervention Non intervention Intervention Non intervention
800 ﬁ— 200
i

Deaths: 80 100

—

Total
180
Deaths:
Mortality 18 % 30 % 24 % 24 %

Without Arrhythmia > With Arrhythmia

Gordis L: Epidemiology, ed 2. Philadelphia, W.B. Saunders Company, 2000
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Randomzation

Randomization increases the likelihood that the groups will be
comparable

not only in terms of variables that we recognize and can measure

but also in terms of variables that we may not recognize and may not
be able to measure but nevertheless may affect prognosis.

e AL A 2 [6] oy VT b
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ARARMHFARMNERN, EHSPHHEW

Gordis L: Epidemiology, ed 2. Philadelphia, W.B. Saunders Company, 2000
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Patients
Study manager
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Randomized control blind trial
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Randomized control blind trial

RCT Randomized control trial
Randomized clinic trial
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Randomized control blind trial
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Randomized control blind trial
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Randomized control blind trial
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T he La ncet.com Paper of the Year 2008

The Lancet invites readers to vote for the Paper of the Year 2008.

Click on the title links to read each of the articles. To vote, make your selection below and submit.
Voting closes Jan 12, 2009.

Hacke W, Kaste M, Bluhmki E, et al. Thrombolysis with alteplase 3 to 4.5 hours after acute ischemic stroke. N
Engl J Med 2008; 359: 1317-29

Macchiarini P, Jungebluth P, Go T, et al. Clinical transplantation of a tissue-engineered airway. Lancet 2008;
372 2023-30,

Karapetis CS, Khambata-Ford S, Jonker DJ, et al. K-ras mutations and benefit from cetuximab in advanced
colorectal cancer. N Engl J Med. 2008; 359: 1757-65.

Baqui AH, El-Arifeen S, Darmstadt GL, et al. Effect of community-based newborn-care intervention package
implemented through two service-delivery strategies in Sylhet district, Bangladesh: a cluster-randomised
controlled trial. Lancet 2008; 371: 1936-44,

Park IH, Arora N, Huo H, et al. Disease-specific induced pluripotent stem cells. Ceff 2008; 134: 877-86,

Zheng JP, Kang J, Huang SG, et al. Effect of carbocisteine on acute exacerbation of chronic obstructive
pulmonary disease (PEACE Study): a randomised placebo-controlled study. Lancet 2008; 371: 2013-18.

1. Which of the above papers do you think will be the most influential in shaping clinical research or
practice?

(O Thrombaolysis with alteplase 3 to 4.5 hours after acute ischemic stroke

O Clinical transplantation of a tissue-engineered airway

) K-ras mutations and benefit from cetuximab in advanced colorectal cancer




Effect of carbocisteine on acute exacerbation of chronic
obstructive pulmonary disease (PEACE Study): a randomised
placebo-controlled study

Jin-Ping Zheng, Jian Kang, Shao-Guang Huang, Ping Chen, Wan-Zen Yao, Lan Yang, Chun-Xue Bai, Chang-Zheng Wang, Chen Wang,
Bao-Yuan Chen, Yi Shi, Chun-Tao Liu, Ping Chen*, Qiang Li, Zhen-Shan Wang, Yi-Jiang Huang, Zhi-Yang Luo, Fei-Peng Chen, Jian-Zhang Yuan,
Ben-Tong Yuan, Hui-Ping Qian, Rong-Chang Zhi. Nan-Shan Zhong

Summary

Background Chronic obstructive pulmonary disease (COPD) is characterised by airflow limitation, and has many
components including mucus hypersecretion, oxidative stress, and airway inflammation. We aimed to assess whether
carbocisteine, a mucolytic agent with anti-inflammatory and antioxidation activities, could reduce the yearly
exacerbation rate in patients with COPD.

Methods We did a randomised, double-blind, placebo-controlled study of 709 patients from 22 centres in China.
Participants were eligible if they were diagnosed as having COPD with a postbronchodilator forced expiratory volume
in1s (FEV)) to forced vital capacity (FVC) ratio (FEV /FVC) of less than 0-7 and an FEV, between 25% and 79% of the
predicted value, were aged between 40 and 80 years, had a history of at least two COPD exacerbations within the
previous 2 years, and had remained clinically stable for over 4 weeks before the study. Patients were randomly assigned
to receive 1500 mg carbocisteine or placebo per day for a year. The primary endpoint was exacerbation rate over 1 year,

and analysis was by intention to treat. This trial is registered with the Japan Clinical Trials Registry (http://umin.
ac.jp/ctr/index/htm) number UMIN-CRT C000000233.

Findings 354 patients were assigned to the carbocisteine group and 355 to the placebo group. Numbers of exacerbations
per patient per year declined significantly in the carbocisteine group compared with the placebo group (1-01 [SE 0-06]
¥s1-35 [SE 0-06]), risk ratio 0-75 (959 C10-62-0-92, p=0-004). Non-significant interactions were found between the
preventive effects and COPD severity, smoking, as well as concomitant use of inhaled corticosteroids. Carbocisteine
was well tolerated.

Interpretation Mucolytics, such as carbocisteine, should be recognised as a worthwhile treatment for prevention of
exacerbations in Chinese patients with COPD.

Funding Kyorin Pharmaceuticals.

Carbocisteine s xpam 4% 58)

Lancet 2008; 371:2013-18
See Comment page 1975

Guangzhou Institute of
Respiratory Disease,

First Affiliated Hospital of
Guangzhoeu Medical College,
Guangzhou, China

(Praf )-P Zhang MD,

Prof N-5 Zhorng MD);

First Affiliated Hospital of China
Medical University, Shemyang,
China (Prof] Kang MDY; Ruijing
Haspital, Shanghai Jiao Tong
University Medical School,
Shanghai, China

{Praof 5-G Huang MD); Shenyang
PLA General Hospital, Shenyang,
China (P Chen MDY); Peking
University Third Hospital,
Beijing, China (Prof\W-Z Yao MD);
First Affiliated Hospital, XilAn
Jiao Tong University, Xi'An, China
(ProfLYang MD); Zhongshan
Haospital, Fudan University,
Shanghai, China

(Prof C-X Bai MD); Xin Qiao
Haspital, Chongging, China
(Prof G2 Wang MD); Chao Yang
Hospital, Beijing, China

(Prof CWang MD); Tianjin General
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Systematic Reviews and Meta-Analyses

Study 1 Study 2 Study 3 Study 4

\\//

Combined

Meta-Analyses
Results
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BB E AT R cross sectional stay

%iﬁﬁ%ﬁn ﬁl X+ ﬁ’iﬁh%k Field Trial and Community Intervention Trial

W R PR ouvreak survey

B BT B R IHF I oragnosticrscreenning test study

T A& BB SE 2T 5 I reatn economyiservices Analysis and Evaluation
NFEBR AT E TN pubiic poticy Anaiysis and Evatuatior

5 18] BRI 2L social problem invesigation

BURK [ AT 5, sensitve problem survey
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1. 3& H 6] B Pose an original idea / new problem

T —NMEAEE BRI EEEE
2. B X L#R critical review of literature
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3. 3 AR, Formulation of hypothesis
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Free Medical Journa (www.freemedicaljournals.com)
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WHO (www.who.int/en)

USCDC (www.cdc.gov)

NEJM (www.content.nejm.org) 50
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Lk 50 0.11 54.11 2.08
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FRERRKTLREURN AR EHEWRHERR
A4 T B % 19914F 023

FRABRXTRARYBEFISHFAERAR

EEw HEl BEE TEF RBR KEZ A
(FEEDADEMN)

# E NTHIIERESRKE—XERKSLREAYRFR, NERBERHTHER, 7
BARARE, EESIBREGTREANEE, EEFRSHBRZAKKE. HRE, &5
B, RRAVELHBLES., EREARBEENE (3.64mg) FTHB X (1.59mg ) ,
HXERARARKEEEHATRN, AhSBRKCERNER, 2T, SRSmEAY
WAREER>MAMBRAREY (RSER KEE) B (2.07Tmg/0.23mg )y K
BERFBTARSALENEEARRESTHRE, SRERATNBRANEESERNT
BRR, BEERRSAEX. BRADIZHRER—XEBERKEREHBRPERK.

PAF EFRE, 1992; 26 (1) :54-55 HELR



Bulletin of Environmental Contamination and Toxicology
1995 Mar; 54 (3) : 337

Bull. Environ. Contam. Toxicol. {1995) 54:337-341 ‘Environ
© 1995 Springer-Verlag New York Inc. ’Eﬁimim

Endemic Fluorosis in China from Ingestion of Food
Immersed in Hot Spring Water

R. H.Xu.' H. H. Yuan,! A. Fan?

'Department of Environmental Health, Health and Epidemic Prevention Station
gf Guangdong Province, 176 Xin Gang R.W., Guangzhou 510300, P. R. China
Pesticide and Environmental Toxicology Section, Office of Environmental
Health Hazard Assessment, California Environmental Protection Agency, 2151
Berkeley Way, Annex 11 Berkeley, California 94704, USA

Received: 7 February 1994/Accepted: 20 August 1994

Fengliang was identified as a town with endemic dental fluorosis during an overall
screening to identify areas with endemic fluorosis in Guangdong Province. Fengliang is
situated in a hot spring area in the eastem part of Guangdong. Among a population of
8000, the prevalence of dental fluorosis inchildren aged B to 15 years (total 837)
reached 50%, but the fluoride content of drinking water was less than 0.4ppm. In
comparison, the United States federal standard for fluoride in drinking water is 4 ppm
(Federal Register, 1985). The California drinking water standard is 1.4 to 2.4 ppm,
depending on ambient temperature (California Administrative Code Title 22). In order to
determine the cause of the dental fluorosis in Fengliang, a systemic study was
conducted to investigate dietary intake of fluoride as a possible source of exposure.
Researchers examined hot spring water and foods for fluoride content on the basis that
the local population routinely immersed their vegetables in hot spring water.
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Three cultivations

Morale: love, respect, modest, honest

A 5 1. Ao M

Behavior: speaking, doing, attitude, appearance
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Technology: reading, training, meeting
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