
Dasar Dasar Evidence 
Based Medicine



Materi

• Mengapa seorang klinisi harus 
memberikan terapi ?

• Sumber informasi apa sebagai dasar 
terapi ?.



Mengapa seorang klinisi 
harus memberikan terapi 

?



Pendahuluan

• Seorang klinisi  atau farmasis klinik dalam 
menjalankan profesinya tidak hanya 
menentukan diagnosis dan terapi saja, tetapi 
yang lebih penting adalah membantu pasien 
dan keluarganya dalam mengatasi masalah 
penyakit yang diderita dan kematian.



• Tujuan terapi adalah
1. Memperpanjang harapan hidup dengan harapan 

mencegah kematian lebih dini.
2. Memperpanjang kualitas hidup (quality of life ) 

sehingga kecacatan akibat suatu penyakit dapat 
dihindari atau diminimalisir.

3. Mengatasi keluhan atau gejala yang menjadi 
masalah penderita.

• Adapun cara mencapai tujuan tersebut melalui 
penanganan penderita secara komprehensif yang 
meliputi upaya promotif, preventif, kuratif dan 
rehabilitatif.



Upaya preventif meliputi :
1. Prevensi primer bertujuan untuk 

menghilangkan atau mengurangi faktor resiko 
(imunisasi, menghentikan merokok terapi 
hipertensi dll)

2. Prevensi sekunder bertujuan untuk deteksi 
awal suatu penyakit atau menghilangkan 
penyakit( terapi kuman tbc, terapi  kuman 
typhoid,dll) .

3. Prevensi tersier bertujuan membatasi dampak 
terhadap suatu penyakit (terapi radiasi, 
mastektomi parsial)



• Ada 2 jenis terapi  kuratif yaitu 
– terapi simptomatis dan terapi kausatif.

• Terapi simptomatis bertujuan untuk 
menghilangkan gejala-gejala penyakit.

• Terapi non farmakologi .
• Terapi farmakologi.

• Terapi kausatif bertujuan untuk 
menghilangkan penyakit atau penyebab 
penyakit.

• Terapi non farmakologi.
• Terapi farmakologi.

Upaya kuratif meliputi :



Sumber informasi apa 
sebagai dasar terapi ?.



Pendahuluan
• Evaluasi kemajuan terapi pada masa lalu 

menunjukan hasil yang kurang efisien dan 
terkadang memerlukan proses yang 
membahayakan karena tidak berdasarkan 
evidence based medicine (EBM).

• Profesi dokter dan kesehatan tidaklah cukup 
hanya berpedoman pada kemampuan klinik 
dan pengalaman 🡪 tanpa bukti penelitian 
terbaru seorang praktisi kesehatan akan 
ketinggalan (out of date).



Evidence-Based Medicine 
(EBM)



Evidence-Based Medicine (EBM)
• Adalah integrasi hasil-hasil penelitian terbaru dengan 

subyek pasien dan kejadian klinik dalam membuat 
keputusan klinik .

• EBM merupakan hasil-hasil penelitian terbaru yang 
merupakan integrasi antara pengalaman klinik, 
pengetahuan patofisiologi dan keputusan terhadap 
kesehatan pasien.

• Atau 
• merupakan integrasi kejadian untuk menentukan 

terapi atau penatalaksanaan suatu penyakit.



• Dengan melihat pada penelitian-penelitian 
kedokteran dan literatur-literatur (individual 
atau group), sehingga dapat membantu 
klinisi dalam :
– Menentukan diagnosis yang tepat, 
– Memilih rencana pemeriksaan terbaru, 
– Memilih terapi terbaru 
– Memilih metode pencegahan penyakit 

terbaru.



• Selama ini jenis penelitian terbaik adalah :
– Randomised clinical trials. 
– Meta-analysis.

• Bukti-bukti klinik biasanya ditulis dalam 
suatu jurnal dan dokumen-dokumen, 
sehingga memudahkan seorang klinisi 
untuk memanfaatkanya.



• Menggunakan teknik EBM berskala besar 
dengan pengelompokan pada penyakit yang 
sama dapat digunakan untuk pembuatan suatu “ 
practice guidelines” atau konsensus.

• Manfaat “practice guideline”  oleh para klinisi 
digunakan untuk menentukan :
– Diagnostik.
– Terapi.



EBM Klinik
• Merupakan bukti penelitian terbaru 

– untuk memutuskan tentang penatalaksanaan 
pasien-pasien secara individu.

– untuk memperbaiki dan mengevaluasi perawatan 
pada pasien.

• Digunakan sebagai” gold standart/ standar 
baku/standar emas “ untuk praktisi klinik dan 
guideline therapy.



Sumber EBM Klinik
• Systematic reviews dari literatur 

kedokteran.
• Large Randomised controlled trials ( efikasi 

terapi)
• Large prospective studies (pemantauan 

waktu).
– 🡪 Bukti penelitian tes diagnostik dan terapi.



Klasifikasi EBM
• 1. Evidence-Based guideline.

– EBM praktis pada tingkat organisasi atau institusi 
dalam bentuk guideline, pedoman, dan aturan 

• 2.Evidence-Based individual decision 
making.
– EBM praktis  pada individual.



Manfaat EBM Klinik
• Practice guideline atau Evidence-based medicine 

guidelines.
1. Membantu menurunkan mortalitas atau 

kematian pasien.
2. Memperbaiki  derajat kesehatan dan 

perawatan.
3. Mengevaluasi dan merencanakan terapi.
4. Memilih pola hidup dan perawatan kesehatan 

terbaik.



Contoh EBM klinik
– Clinical Guidelines” The Evidence Base for 

Tight Blood Pressure Control in the 
Management of Type 2 Diabetes Mellitus “

– Petunjuk Praktis “ Pengelolaan Diabetes 
Mellitus Tipe 2” oleh PERKENI 2002.

– Konsensus “Pengelolaan dan Pencegahan 
Diabetes Melitus Tipe 2 di Indonesia “ oleh 
PERKENI 2006

– JNC VIII for hypertension.
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Langkah - langkah 
penelusuran 

Evidence Based 
Medicine



Aspek –aspek pembelajaran EBM :

1. Mengidentifikasi kekurangan pengetahuan.

2. Menentukan pertanyaan klinik yg spesifik.

3. Menemukan artikel yg relevan dalam literatur medis.



Langkah-langkah melakukan EBM
1. Merumuskan masalah (membuat pertanyaan klinik)

2. Mencari informasi yang diperlukan

3. Melakukan critical appraisal terhadap informasi yang didapat

4. Menerapkan informasi yang didapat ke pasien

5. Mengevaluasi keefektifitasannya



Langkah 1

● Mempertanyakan pro dan kontra
○ Terapi
○ Pemeriksaan diagnostik
○ Prognosis dan risiko
○ Cost effectiveness



Langkah 2

● Mencari melalui internet, jurnal, textbook



Langkah 3
● Melakukan initial appraisal: pengarang, tahun terbit, edisi atau revisi, penerbit, judul 

jurnal

● Melakukan content analysis: intended audience, rasional, cakupan, cara penulisan, 
review

● Jika berasal dari website dianalisis: accuracy, authority, currency, objectivity, coverage



Langkah 4

● Bagaimana menerapkan ke pasien

● Apakah ada hal-hal yang harus disesuaikan



Langkah 5

● Evaluasi efek yang terjadi pada pasien tertentu

● Menerapkan lanjutan atau diganti yang lain



Elemen dalam penerapan

P= patient

I = intervention

C = comparison

O = outcome



Kualifikasi EBM Klinik



Kualifikasi EBM Klinik

1. U.S. Preventive Services Task Force
2. U. K. National Health Service (level of 

evidence [LOE])



1 .U.S. Preventive Services Task Force

• Level I:
– Designed randomized controlled trial.

• Level II-1:
– Designed controlled trial tanpa random

• Level II-2:
– Studi cohort atau case-control analytic.

• Level II-3:
– Multiple time series dengan atau tanpa intervensi.

• Level III:
– Pendapat ahli, penelitian klinik dasar, studi descriptive atau 

laporan kasus.



Kategori dari rekomendasi
( US. Preventive Services Task Force)

• Level A:
– Suatu penelitian yang memberikan manfaat klinik lebih baik 

dengan resiko sedikit.
• Level B:

– Suatu penelitian yang memberikan manfaat klinik sedikit lebih 
baik dengan resiko sedikit

• Level C:
– Suatu penelitian yang memberikan manfaat klinik sedikit, dimana 

perbandingan antara manfaat dan resiko sama.
• Level D:

– Suatu penelitian yang memberikan resiko klinik lebih berat.
• Level I:

– Suatu penelitian yang tidak mempunyai bukti cukup, kualitas jelek 
atau banyak pertentangan.



2. UK National Health Service
 ( level of evidence [LOE])

• Pembagaian berdasarkan pendekatan prevention, 
diagnosis, prognosis dan therapy.

• Level A: 
– Consistent Randomised Controlled Clinical Trial, 

Cohort study, keputusan klinik berdasarkan validitas 
pada populasi yang berbeda.

• Level B:
– Consistent Retrospective Cohort,Explonatory Cohort, 

Ecological Study,,Outcomes Research, Case-control 
Study, atau extrapolasi dari studi level A.

• Level C:
– Case-series Study atau extrapolasi dari studi level B

• Level D:
– Opini tanpa critical appraisal atau berdasarkan 

patophysiologi.



Jenis-jenis metode penelitian
• Meta Analysis

– Evaluasi terapi, efektifitas dan rencana 
penelitian baru.

• Systemic overview
– Topik klinik dan untuk mejawab pertanyaan 

yang spesifik.
• Randomized Controlled Clinical Trial/Controlled 

Clinical Trial
– Diagnostik, terapi dan efektifitas profilaksi. 

• Cohort Study (Penelitian prospektif)
– Prognosis, etiologi dan prevensi.

• Case-control Study (Penelitian retrospektif)
– Prognosis, etiologi dan prevensi

• Cross-Sectional Study
• Review



Meta-analisis atau sistemik 
overview

• Digunakan untuk informasi terapi bila tidak ada 
penelitian RCT dalam jumlah besar.

• Meningkatkan kekuatan (akibat intervensi ) secara 
statistik bila dibandingkan dengan penelitian RCT 
dalam jumlah kecil.

• Meningkatkan presisi bila dibandingkan dengan 
beberapa penelitian RCT.

• Bisa memperkirakan efek terapi.  



Randomized controlled trial/RCT

• Bila dilakukan dalam jumlah besar, menjadi sumber 
yang paling baik untuk memperkirakan manfaat dan 
kerugian dari hasil penelitian.

• Kesempatan yang sama diantara kelompok penelitian.
• Bisa meninimalkan bias (kesalahan)
• Metode doubel-blind RCT merupakan gold standar 

untuk mengetahui efek terapi atau intervensi.



Apa sebenarnya arti Uji Klinik atau 
clinical trial ?
• Istilah uji klnik merupakan aplikasi dari semua jenis 

eksperimental yang direncanakan dengan 
mengikutsertakan pasien dan dirancang untuk 
mendapatkan terapi pasien yang sesuai dimasa mendatang 
dengan kondisi medis tertentu ( Pocock, 1984).

• Ciri khas dari uji klinik adalah hasil-hasil berdasarkan 
jumlah sampel yang terbatas 
– Untuk mendapatkan kesimpulan mengenai bagaimana terapi dapat 

digunakan 
– Dapat digunakan untuk terapi pada masa yang akan datang.

• .



• Berdasarkan “Uji klinik” yang baik dan 
mengikuti prinsip-prinsip eksperimental 
ilmiah merupakan satu-satunya dasar yang 
dapat dipercaya untuk dapat menilai 
efisiensi dan keamanan dari terapi yang 
baru

• Uji klinik merupakan jenis khusus dari 
studi kohort yang kondisi studinya selektif, 
dintervensi yang bertujuan untuk 
membandingkan suatu obat baru dengan 
obat standart.



• Ada 2 pertanyaan yang dijawab dalam uji 
klinis yaitu :

1. Dapatkah bekerja pada keadaan ideal ? 
– Efikasi adalah lebih memberikan manfaat dari pada 

kerugian dalam kondisi edeal 
2. Apakah obat dapat bekerja pada tatanan biasa ?

– Efektif adalah lebih memberikan manfaat dari pada 
kerugian dalam kondisi sebagaimana adanya



• Bagaimana menentukan suatu rencana 
pengobatan ? 
– Sebaiknya mengacu pada

• Teori yang sesuai logika
•  Hasil uji secara eksperimental.

• Bagaimana para klinisi untuk menentukan 
terapi ?
– Berdasarkan pengalaman pribadi.
– Berdasarkan pengalaman yang didapat baik secara 

tertulis (tulisan ilmiah) maupun lisan dari sejawat.



Struktur Uji kinik dalam bentuk sederhana 
yaitu:

• Pertama : 
– pasien diseleksi dari jumlah sampel yang lebih besar 

dengan kondisi yang sama.
• Kedua :

– Dibagi menjadi 2 kelompok  (dengan prognosis yang 
sebanding ):

• Kelompok eksperimen (obat baru) yang diperkirakan 
bermanfaat.

• Kelompok kontrol (obat lama).

• Paparan klinik selanjutnya diamati dan setiap 
perbedaan dalam keluaran dihubungkan dengan 
intervensi.



Struktur Uji Klinik

Populasi 
pasien dgn 
kondisi

Sampel

Intervensi eksperimen

 Intervensi pembanding 
(kontrol)

Alokasi

Sembuh

Tidak sembuh

Sembuh

Tidak sembuh



• Studi pada binatang tidak dimasukan dalam uji 
klinik.

• Yang termasuk uji klinik adalah
– Percobaan pada manusia sukarelawan sehat 
– Uji lapangan dari vaksin.
– Uji pencegahan unutk subyek dengan gejala 

progejala.
– Uji kelompok pasien.



Tahapan eksperimen dalam Uji  Obat 
(drug trial):

• 1.Uji Tahap I 
– Uji toksisitas dan farmakologi klinik
– Terhadap sukarelawan.

• 2 Uji Tahap II
– Uji efek pengobatan (efektifitas dan keamanan).
– Terhadap pasien terbatas antara 100-200 pasien.

• 3 Uji Tahap III.
– Uji evaluasi terapi dalam skala penuh.
– Membandingkan obat yang baru dengan obat standart.
– Disebut “Uji klinik” atau “studi komparatif.”

• 4 Uji Tahap IV.
– Surveilan pasca pasar atau post marketing.
– Dilihat efek samping obat, mortalitas dan morbiditas 

dalam skala besar.



Kesimpulan

• Terapi diberikan apabila seorang klinisi sudah 
mempunyai kejelasan tentang tujuan terapi.

• Terapi diberikan berdasarkan hasil-hasil uji klinis 
dengan prinsip EBM.

• Dalam membaca journal terapi sebaiknya dipilih 
journal dengan metode Randomised clinical trials atau 
Meta-analysis.
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Langkah 1 EBM 
(Merumuskan 

Pertanyaan Klinis 
Dengan PICO)



Keterbatasan EBM : 

1. tidak cukup data untuk menjawab pertanyaan klinis tertentu 
2. tidak mudah mengaplikasikan hasil penelitian ke masyarakat umum 
3. keterbatasan akses ke sumber informasi 
4. keterbatasan waktu 



Untuk mengatasi keterbatasan tersebut, diperlukan beberapa sarana untuk 

membantu  terselenggaranya EBM dengan baik: 

1. artikel jurnal evidence based 
2. sytematical review atau kumpulan guideline 
3. kemampuan menilai validitas dan relevansi literatur dengan melakukan 

critical appraisal 4. sistem informasi teknologi yang memudahkan akses sumber 

informasi 

5. kemauan farmasis sebagai long live learner dan semangat untuk memperbaiki kondisi 
klinis pasien



Untuk mendapatkan informasi yang terbaru dan valid sesuai kebutuhan, farmasis 

dituntut untuk  menerapkan strategi EBM dalam penelusuran literatur. 



Prinsip EBM dalam pencarian pustaka adalah sebagai berikut: 

1. merumuskan problem atau permasalahan klinis dengan susunan PICO (patients, intervention,  

comparative, outcome) 

2. menentukan kata kunci (key words) yang diambil dari permasalahan klinis sebagai dasar pencarian  

literatur 

3. menentukan sumber informasi (literature) yang akan digunakan sesuai permasalahan klinis yang  

dihadapi 

4. menilai validitas literatur dengan melakukan crtitical appraisal terhadap literature yang ditemukan 

5. menentukan apakah literatur tersebut dapat memecahkan permasalahan klinis dengan memperhatikan  

nilai-nilai dan pilihan pasien. 



6. evaluasi hasil implementasi pemecahan permasalahan klinis 



Dalam merumuskan permasalahan klinis dikenal dengan istilah PICO

P : Patients 

I : Intervention 
C : Comparative 
O : Outcome 



Untuk memudahkan pencarian sumber informasi, pertanyaan klinis  dapat dikelompokkan 

menjadi beberapa tipe, berdasarkan isi dan formatnya.

Berdasarkan isinya, pertanyaan klinis dapat dibagi menjadi 4: 
a. diagnosis 
b. terapi 
c. etiologi 
d. prognosis 



Secara format, pertanyaan klinis dapat dibagi menjadi 2: 
a. pertanyaan mendasar (background) 
b. pertanyaan lanjutan (foreground)

Contoh:  





Contoh Menentukan Kata Kunci 

Kata kunci diperoleh dari PICO dan good clinical question (pertanyaan permasalahan klinis) yang  

telah disusun. Untuk dapat menentukan kata kunci yang tepat diperlukan latihan. Berikut contoh  

permasalahan klinis diikuti dengan perumusan PICO dan penentuan kata kunci. 



Kasus 
Seorang pasien datang ke apotek tempat Anda praktek. Pasien tersebut ingin menurunkan tekanan 

darahnya  dengan mengkonsumsi bawang putih. Pasien berharap bawang putih dapat menggantikan 

obat (diuretik)  yang selama ini digunakan untuk mengontrol tekanan darahnya. 



Penyelesaian 
1. Menyusun PICO 

Problem klinis untuk kasus tersebut adalah hipertensi (P) 
Pasien ingin mengkonsumsi bawang putih, ini merupakan intervensi yang ingin diberikan (I) Pasien telah 
mendapatkan terapi rutin diuretik untuk mengatasi hipertensinya. Diuretik merupakan  comparative atau 
pembanding untuk terapi hipertensi (C) 
Hasil yang diinginkan adalah tekanan darah yang terkontrol (O) 

Dari permasalahan yang dialami pasien, didapatkan PICO sebagai berikut: 
P: hipertensi 
I: bawang putih 
C: diuretik 
O: hipertensi terkontrol 



2. Menyusun suatu pertanyaan klinis yang tepat atau good clinical practice 
Pertanyaan klinis untuk pertanyaan tersebut: 
Apakah mengkonsumsi bawang putih dapat menurunkan hipertensi yang selama ini diterapi 

dengan  diuretik? 

3. Menentukan tipe pertanyaan 
Tipe pertanyaaan: terapi 



4. Menentukan kata kunci untuk mencari sumber informasi berdasarkan PICO 
Kata kunci yang digunakan adalah hipertensi, bawang putih, diuretik, dan hipertensi 

terkontrol.  

5. Mengganti kata kunci dalam bahasa Inggris untuk dimasukkan dalam database literatur 

Hipertensi : hypertension 

Bawang putih : garlic 
Diuretik : diuretic 
Hipertensi terkontrol: managed hypertension



Latihan 

Susunlah PICO, good clinical question, tipe pertanyaan, dan keyword untuk kasus berikut! 

1. Seorang pasien wanita muda datang ke apotek untuk membeli produk perawatan wajah dengan pemutih  kulit. 

Wajahnya terlihat ada bintik hitam bekas jerawat. Sebagai apoteker bagaimana Anda  menyelesaikan problem 

pasien? 

2. Seorang ibu datang ke apotek Anda mengeluhkan badannya yang gemuk karena melahirkan sebulan  yang lalu. Ibu 

tersebut tidak percaya diri dengan bentuk badannya sehingga dia ingin menggunakan  pelangsing tubuh merk Merit. 

Bagaimana penyelesaian problem pasien? 

3. Seorang lelaki memegang pipi kanannya yang terlihat bengkak. Ia ingin membeli pereda nyeri untuk  gigi dan 

gusinya yang terasa sakit. Sebelumnya pasien telah mengkonsumsi pereda nyeri Asam  Mefenamat tetapi tidak 

sembuh. Pasien menginginkan pereda nyeri lain yaitu Kalium diklofenak.  Bagaimana penyelesaian problem 

tersebut?



CRITICAL THINKING 
(BERFIKIR KRITIS)



Kenapa “general education” 
diperlukan? 

�Di sekolah tidak dipelajari “how to learn” or 
“how to think”

�Mahasiswa cenderung belajar hal-hal yang 
dangkal, hanya fakta

�Kondisi ini menyebabkan mhs tdk bisa 
menentukan sendiri apa yang harus 
dipelajarinya



Kenapa “general education” 
diperlukan? 

Dalam paradigma baru pendidikan kefarmasian, 
diharapkan agar lulusan :

• Menjadi “life-long, self-directing learners”

• Menjadi “good clinical reasoning skills”

• Mampu melakukan telaah kritis terhadap literatur 
dan menerapkan  evidence-based medicine

• Aktif dalam melakukan riset kefarmasian



DEFINISI CRITICAL THINKING

■ Berfikir kritis adalah cara berfikir yang reflektif, beralasan 
yang difokuskan pada keputusan apa yang dilakukan atau 
diyakini (Jennicek,2006)

■ Berpikir kritis adalah proses untuk mengaplikasikan, 
menghubungkan, menciptakan, atau mengevaluasi informasi 
yang dikumpulkan secara aktif dan terampil (Abraham,2004) 

■ Berpikir kritis merupakan proses yang penuh makna untuk 
mengarahkan dirinya sendiri dalam membuat suatu keputusan. 
Proses tersebut memberikan berbagai alasan sebagai 
pertimbangan dalam menentukan bukti, konteks, 
konseptualisasi, metode dan kriteria yang sesuai (American 
Philosophical Association, 1990) 



■ Komponen dari berpikir kritis adalah interpretation, 
analysis, evaluation, inference, explanation, dan 
self-regulation 

■ Halpern membuat taksonomi keterampilan berpikir 
kritis, yaitu: verbal-reasoning skills, 
argument-analysis skills, thinking skills, 
decision-making and problem-solving skills.

■ Karakter individu yang mendukung agar seseorang 
dapat berpikir kritis seperti yang dikutip oleh 
Duldt-Battey antara lain truth seeking, 
open-mindness, analyticity, systematicity, 
self-confidence, inquisitiveness, dan maturity 



Kemampuan untuk memberikan penilaian terhadap suatu 
materi sesuai tujuan yang telah ditentukan. Penilaian 
dilakukan dengan memberi batasan kriteria yang 
digunakan, kriteria internal atau eksternal yang sesuai 
dengan tujuan. 

Evaluation 

Kemampuan untuk mengintegrasikan beberapa informasi 
sehingga membentuk sesuatu yang baru. 

Synthesis 

Kemampuan untuk menguraikan suatu materi menjadi 
komponen-komponennya sehingga struktur organisasinya 
mudah untuk dipahami. Ketrampilan ini antara lain 
mengidentifikasi bagian-bagian suatu informasi, 
menganalisis hubungan antar bagian, dan mengenali 
prinsip organisasi yang ada di dalamnya. 

Analysis 



Selalu memberikan alasan melalui bukti-bukti dalam 
memecahkan masalah, serta memberikan perkiraan 
kemungkinan adanya penyulit dalam menerapkan 
konsep dan secara konsisten siap untuk berpartisipasi 
jika dibutuhkan.

analyticity 

Bertenggang rasa terhadap perbedaan pandangan dan 
bisa menerima jika dirinya mengetahui adanya 
penyimpangan dari pandangannya. 

open-mindness 

Selalu ingin menemukan kebenaran dari masalah yang 
sedang dihadapi, berani mengajukan pertanyaan, jujur 
dan memberikan pandangan secara objektif meskipun 
penemuan tersebut tidak mendukung kepentingan atau 
pendapatnya. 

truth seeking 



Melihat masalah, mengkaji, dan mengambil keputusan 
dengan pemahaman yang mendalam bahwa suatu masalah 
memungkinkan untuk dapat ditangani dengan lebih dari 1 
solusi yang rasional, dan berkali-kali melakukan 
pertimbangan sesuai standar, konteks, serta melihat 
bukti-bukti sebelum memastikan.

maturity 

Tidak mudah percaya secara intelektual dan 
mempunyai kemauan untuk belajar. 

inquisitiveness/Sc
eptical 

Percaya diri terhadap keputusannya secara positif dan 
mempengaruhi orang lain untuk memecahkan masalah 
secara rasional. 

self-confidence 

Teratur, terorganisir, memusatkan perhatian, dan rajin 
meninjau ulang.

systematicity 



CRITICAL THINKING DIDASARKAN PADA 
NILAI INTELEKTUAL UNIVERSAL :

■ Kejelasan (Clarity)
■ Keakuratan (Accuracy)
■ Ketepatan (Precision)
■ Konsistensi (Consistency)
■ Relevansi (Relevance)
■ Bermakna (Significance)
■ Alasan yang logis (Logicalness)
■ Kedalaman (Depth)
■ Keluasan (Breadth)
■ Keadilan (Fairness)



Clarity 

■ mampu mengelaborasi masalah
■ mampu dengan cepat menemukan jalan 

keluarnya
■ mampu memberikan ilustrasi
■ mampu memberikan contoh



Accuracy

■ Apakah hal tersebut benar ?
■ Bagaimana dapat melakukan /cek bahwa itu 

akurat ?
■ Bagaimana menentukan itu benar 



Precision

■ Mampu memberikan informasi lebih detail.
■ Mampu memberikan informasi lebih spesifik



Relevance

■ Bagaimana menghubungkan ide dengan 
pertanyaan yang timbul ?

■ Bagaimana menghubungkan dengan issue ?
■ Bagaimana relasinya satu ide dengan ide 

lainnya 



Depth

■ Bagaimana menghitung berapa jumlah 
problem yang muncul dalam pertanyaan

■ Bagaimana menguraikan faktor-faktor yang 
bermakna



Breadth 

■ Bagaimana pandangan terhadap hasil 
pengamatan dari jawaban terhadap suatu 
pertanyaan/masalah?



Logicalness

■ Berpikir logis, membuat pengertian, 
menemukan fakta/bukti/petunjuk.



Significance

■ Informasi apa yang dibutuhkan lebih signifikan 
dalam isu tersebut ?

■ Bagaimana  menentukan faktor yang penting 
dalam suatu konteks ?

■ Pertanyaan yang mana yang lebih signifikan ?
■ Mana yang lebih penting dan signifikan dalam 

ide atau konsep ?



Fairness

■ Ketika mahasiswa berpikir terhadap problem 
dan berpikir membenarkan suatu problem 
harus wajar dalam konteks memberikan alasan 
dengan menggunakan standar intelektual. 
Dibutuhkan suatu informasi relevan dan 
signifikan, akan menjadi tidak wajar dan tidak 
benar bila menghadapi suatu problem 
berdasarkan asumsi.



Belajar aktif 

■ proses observasi, pengalaman, mampu 
merefleksikan, mampu pemahaman dan 
mampu mengkomunikasikan. (Silberman 
Melvin,1996 )



Pepatah Cina.

■ Mendengar dan lupa
■ melihat dan hafal
■ mengerjakan dan faham



Bagaimana mengajarkan critical 
thinking?

■ Manusia tidak dilahirkan dengan kemampuan berpikir 
kritis, atau dapat dimiliki dengan sendirinya. Berpikir 
kritis merupakan suatu kemampuan belajar yang 
harus dilatih

■ Critical thinking dapat diajarkan dalam kurikulum 
fakultas dengan memasukan dalam materi belajar 
aktif berupa diskusi-diskusi kelompok kecil yang 
difasilitasi oleh seorang fasilitator. 



Ketrampilan penunjang

■ ketrampilan untuk menyatakan pikirannya, 
mengetahui bagaimana orang lain menuliskan 
pikirannya, serta bagaimana menyampaikan 
pikirannya secara tertulis. ➡ Keterampilan 
komunikasi, membaca serta menulis secara 
efektif.



Model

■ Kolaboratif learning (Gokhale)
➨ Teori social setting menyatakan bahwa melalui 

interaksi sosial siswa dapat mengobservasi strategi 
berpikir dari orang lain untuk dijadikan panutan, 
mengkritik dan membentuk performa individu, serta 
memberikan semacam jenjang bagi individu dengan 
performa yang kurang, meningkatkan motivasi, serta 
membentuk sikap yang diperlukan (Resnick L, 1990)



Model

■ Belajar kontekstual
➨ mengintegrasikan dengan konteks nyata 

dan relevan (Abraham) 
■ Belajar mandiri
➨ kesempatan untuk memahami lebih 

mendalam



■ CRITICAL THINKING
■ CRITICAL REASONING

■ proses penarikan kesimpulan yang dilakukan dengan 
melewati langkah-langkah berpikir kritis, yaitu menilai 
data/bukti//informasi yang diperoleh, menginterpetasi dan 
menganalisis data/bukti tersebut, untuk kemudian menarik 
kesimpulan yang berbasis pada data atau bukti yang ada 

■ CLINICAL REASONING
■ komponen penting dalam kompetensi dokter/apoteker
■ proses berpikir dan pengambilan keputusan yang digunakan 

dalam praktek klinis 
■ terdiri dari pengumpulan data, pengorganisasian data, dan 

interpretasi data, pembuatan hipotesis, pengujian hipotesis, 
dan evaluasi kritis terhadap diagnosis alternatif dan strategi 
terapi 



Evidence  
Based  
Medicine
Dalam Penelitian Kesehatan

dan Pengenalan Hierarki EBM



Apa itu EBM ?

Apakah membaca dan  
menerapkan hasil jurnal 

terbaru  sudah memenuhi 
EBM ?



Bagaimana seseorang

Memahami Sesuatu ?
1. Tradisi : "Seperti itu biasanya"
2. Kuasa Ahli : " Itu kata ahlinya "
3. Pengalaman : "Sebelumnya itu  

manjur untuk saya"

4. Alasan Deduktif dan Induktif. 
Penalaran induktif mengandalkan pola dan tren. 
Penalaran deduktif mengandalkan fakta dan peraturan 
yang berlaku.

5. Bukti Ilmiah



Apa itu Evidence-based Medicine (EBM) ?

EBM merupakan bentuk integrasi  
dari (Sharon, 2018) :

1. Bukti ilmiah berdasarkan  
hasil penelitian terbaik

2. Kepakaran klinis dokter, dan
3. Keinginan dan nilai yang  

dianut pasien dalam  
menentukan keputusan

Geddes (2000) menyatakan bahwa EBM adalah strategi yang dibuat berdasarkan  
pengembangan teknologi informasi dan epidemiologi klinik dan ditujukan untuk 
dapat  menjaga dan mempertahankan ketrampilan pelayanan medik dokter dengan 
basis bukti  medis yang terbaik (Alan, 2002)



Proses Evidence -  
based Medicine --> 5 A
STEP 1 : Ask a Clinical Question  
STEP 2 : Acquire Relevant 
Literature  STEP 3 : Appraise 
the Literature  STEP 4 : Apply 
the Evidence
STEP 5 : Assess the Effectiveness 
of  the Evidence



Hierarki  
EBM
(Moira, 2021)



Piramida Evidence-based Healthcare (EBHC)
(Kruesi, 2017)



PICO
dalam  
pendekatan  
riset



PICO dalam EBM



Contoh  
Kerangka  
Konsep  
dalam  
EBM



FORMAT MAKALAH 
ILMIAH
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PENULISAN MAKALAH

A. Pengertian Makalah

B. Sistematika Makalah

C. Teknik Penulisan Makalah



3

❑ Makalah adalah salah satu jenis karya tulis ilmiah yang 
membahas suatu permasalahan tertentu sebagai hasil 
kajian pustaka ataupun kajian lapangan. 

❑ Makalah disusun dengan tujuan untuk memenuhi tugas 
tertentu (tugas akademik maupun tugas nonakademik).
Sebagai sarana untuk mendemonstrasikan pemahaman 
penulis tentang pokok permasalahan teoretis yang dikaji 
atau kemampuan penulis dalam menerapkan suatu 
prosedur, prinsip, atau teori yang berhubungan dengan 
masalah tertentu.
Sebagai sarana untuk menunjukkan  kemampuan 
pemahaman terhadap isi dari berbagai sumber yang 
digunakan untuk memecahkan suatu masalah, jadi bukan 
rangkuman. 

A. Pengertian Makalah
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Berikut ini adalah ciri khusus makalah yang baik.
⚪ Data yang digunakan mempunyai validitas yang tinggi dan 

analisis serta interpretasi haruslah objektif.
⚪ Makalah harus mampu menunjukkan kejujuran ilmiah 

penulis. Dalam hal ini, penulis makalah harus menyebutkan 
dengan jelas sumber data dan pendapat yang digunakan 
dalam makalahnya.

⚪ Makalah harus menggunakan bahasa yang jelas, tegas, 
singkat, sederhana, dan teliti.

⚪ Makalah harus sistematis dan utuh.
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Untuk melatih penulis agar mampu menyusun 
karya ilmiah secara benar dan cermat. 
memperluas wawasan keilmuan bagi penulisnya
memberikan sumbangan pemikiran baik berupa 
konsep teoritis maupun konsep praktis.
memberikan manfaat bagi perkembangan konsep 
keilmuan maupun pemecahan masalah. 

Fungsi yang harus dipenuhi sebuah makalah antara lain:
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B. Sistematika Makalah

Makalah terdiri atas:
Bagian awal
Bagian Isi
Bagian Penutup

Bagian Awal terdiri atas:
⚫ Halaman Judul 
⚫ Kata Pengantar
⚫ Daftar Isi
⚫ Daftar Gambar/Tabel/ Lampiran/ Lambang atau 

Singkatan (jika diperlukan)
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Bagian Isi, terdiri atas:

BAB 1 PENDAHULUAN
1.1 Latar Belakang 
1.2 Rumusan Masalah 
1.3 Tujuan 
1.4 Manfaat Makalah
1.5 Metode Penyusunan Makalah

BAB 2 PEMBAHASAN
2.1 Tinjauan/Kajian Teoretis
2.2 Pembahasan

BAB 3 PENUTUP
3.1 Kesimpulan
3.2 Saran
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Bagian Penutup terdiri atas:

⚫Daftar Pustaka
⚫Lampiran (jika ada)

Sistematika yang diuraikan di atas merupakan 
satu kesatuan yang utuh dan tidak dapat 
dipisahkan dan bolak-balik susunannya.
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Bagian 
Awal

halaman judul

kata pengantar 

daftar isi

Bagian 
Penutup

daftar pustaka

(lampiran) 

daftar gambar/tabel

Bab Pendahuluan

tujuan

latar belakang

kegunaan/manfaat

kajian teoretis

kesimpulan 

saran

Bagian 
Isi

Bab Pembahasan

Bab Penutup
pembahasan

batasan masalah

metode penyusunan
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Teknik Penulisan Makalah

1. Judul:

⚫ menggambarkan isi tulisan
⚫ mencakup masalah pokok serta hal-hal penting 

yang ingin ditonjolkan
⚫ harus dirumuskan  secara singkat dan jelas
⚫ kata-kata kunci harus dipilih, sehingga 

keseluruhan isi terwakili
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2. Halaman judul

Pada halaman ini dituliskan judul penelitian dengan 
lengkap, sehingga pembaca dapat mengetahui garis 
besar isi makalah.

Di bawah judul dapat dicantumkan: 
jenis dan tujuan laporan 
nama penyusun 
logo lembaga
nama lembaga 
kota
tahun penyusunan laporan.
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3. Kata Pengantar
Kata Pengantar adalah bagian makalah yang 
berfungsi mengantarkan pembaca pada 
permasalahan yang akan dibahas dalam 
sebuah makalah.

Dalam kata pengantar diuraikan:
Ungkapan rasa syukur penulis
Identitas makalah (judul dan tujuan penulisan yang 
tercantum dalam lembar judul).
Uraian singkat isi makalah.
Ucapan terima kasih.
Harapan penulis.
Tempat, Tanggal, dan Identitas Penulis.
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Daftar isi
⚫ Daftar yang menggambarkan keseluruhan isi pokok 

laporan dengan mencantumkan secara  jelas urutan bab 
dan subbab beserta halaman tempat bab atau subbab 
tersebut

⚫ mencantumkan seluruh lampiran yang ada dengan nomor 
halaman masing-masing dimulai dari kata pengantar s.d. 
lampiran-lampiran.

Daftar lampiran
⚫ Apabila dalam laporan diperlukan lampiran tabel yang 

menunjang isi laporan, semua tabel yang diperlukan harus 
dicantumkan dalam daftar tabel.

⚫ Dalam hal ini nomor tabel dan halaman harus 
dicantumkan dengan teratur dan jelas (melanjutkan 
halaman terakhir dari daftar pustaka 
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Latar belakang 

Latar belakang berisi deskripsi tentang:
⚫ Fenomena/informasi yang berhubungan dengan 

topik (latar belakang empiris)
⚫ Hasil telaah pustaka yang relevan dengan 

penelitian (latar belakang teoretis)
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Rumusan Masalah/Ruang Lingkup

Masalah dirumuskan dalam bentuk kalimat tanya 
atau pernyataan.
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Tujuan 

Tujuan meliputi hal-hal di bawah ini.
usaha pokok yang akan dilakukan
tujuan yang ingin dicapai (umum dan khusus atau 
tujuan ilmiah dan praktis)
ungkapan tentang rencana hasil yang akan diperoleh

Manfaat
Bagian ini menguraikan manfaat yang dapat diambil 
dengan penulisan makalah yang dilakukan. Manfaat 
biasanya dirumuskan baik secara praktis maupun 
secara teoretis. 
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Kajian Teoritis/Tinjauan Pustaka:

❑ memuat teori-teori utama atau turunan yang berkait 
dengan masalah yang dibahas. 

❑ menyajikan kutipan pendapat dari buku yang harus 
diselingi dengan pendapat penulis 

❑ penulis harus mampu membandingkan dan pada 
akhirnya menyatakan posisinya terhadap teori yang 
dianggap paling relevan dengan masalah yang dibahas. 

❑ bukan rangkuman buku atau rangkuman berbagai buku.
❑ penulis makalah harus benar-benar jujur untuk 

mencantumkan sumber kutipan. 
❑ Tidak ada satu kalimat hasil kutipan yang tidak 

dicantumkan sumbernya (ada dalam daftar pustaka). 
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Pembahasan:
❑merupakan hasil reaksi penulis makalah terhadap tinjauan 

teoritis yang disusunnya. 

❑pembahasan makalah merupakan karya penulis makalah 
bukan hasil mengutip dari sumber lain.

❑Pembahasan sebuah makalah dapat berupa analisis, 
uraian, deskripsi, atau aplikasi atas kajian teoretis 
sebelumnya atau dapat berupa dukungan dan sangkalan 

terhadap kajian sebelumnya. 

❑Komposisi antara bagian kajian teoritis dengan bagian 
pembahasan minimal 1:2 artinya pembahasan haruslah 
lebih banyak daripada kajian teoretis.
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Jenis makalah:

❑ makalah biasa (pembahasan bersifat menguraikan, 
menganalisis, dan menginterpretasikan tinjauan 
pustaka yang digunakan)

❑ makalah dukungan (pembahasan bersifat 
membandingkan berbagai teori yang dikutip dan 
diakhiri dengan pernyataan dukungan penulis 
makalah terhadap salah satu teori yang dianggapnya 
paling benar

❑ makalah tolakan (pembahasan bersifat menolak, 
menunjukkan kelemahan-kelemahan teori yang ada 
pada tinjauan teoritis dan menggugurkan teori 
sebelumnya)
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Kesimpulan:

1.Memuat penafsiran atau pemaknaan secara menyeluruh 
terhadap isi;

2.Simpulan bukanlah rangkuman, melainkan berupa 
jawaban yang mendasar atas masalah yang diajukan pada 
bab sebelumnya; 

3.Kesimpulan harus sejalan dengan masalah dan tujuan 
makalah yang ditetapkan;
Teknik penulisan kesimpulan dapat dilakukan melalui 
dua bentuk yakni (1) bentuk butir demi butir dan (2) 
bentuk esai padat.
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Saran:

1. Saran merupakan bentuk tindak lanjut dari 
penulis makalah atas temuan yang telah 
dibahas sebelumnya. 

2. saran harus selalu berhubungan dengan isi 
makalah. 

3. Saran dapat ditujukan bagi para pembuat 
kebijakan, pengguna makalah, atau kepada  
penulis makalah selanjutnya 
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Daftar pustaka:

1. daftar yang memuat berbagai sumber informasi (buku, 
jurnal, internet, majalah, surat kabar, makalah 
sebelumnya, skripsi, tesis) yang digunakan dalam 
membuat makalah

2. daftar pustaka ditulis secara berurutan dan alfabetis 
(tanpa nomor)

3. sumber tertulis/ tercetak yang membutuhkan tempat 
lebih satu baris, ditulis dengan jarak antar baris satu 
spasi, sedangkan jarak antara sumber-sumber tertulis 
yang saling berurutan adalah dua spasi
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Lampiran: 

1. Lampiran berisi semua dokumen yang digunakan 
dalam penyusunan makalah dan hasilnya 
merupakan satu kesatuan dari makalah yang 
disusun. 

2. setiap lampiran diberi nomor urut dan judul 
lampiran sesuai urutan penggunaannya. 

3. lampiran harus disusun sejalan dengan urutan 
fungsinya dalam makalah.



Berpikir Kritis
(Critical Thinking)



What Is Critical Thinking?
(Definisi Berpikir Kritis)

⚫ Kemampuan untuk 
berpikir jernih dan 
rasional, yang meliputi 
kemampuan untuk 
berpikir reflektif dan 
independen



Definisi Berpikir Kritis
⚫ Proses intelektual yang dengan aktif 

dan terampil mengkonseptualisasi, 
menerapkan, menganalisis, 
mensintesis, dan mengevaluasi 
informasi yang dikumpulkan atau 
dihasilkan dari pengamatan, 
pengalaman, refleksi, penalaran, atau 
komunikasi, untuk memandu 
keyakinan dan tindakan (Scriven & 
Paul, 1992)



Berpikir Kritis ≠ Menghafal, 
Mengumpulkan Informasi

⚫ Memiliki daya ingat baik or memiliki banyak 
fakta tidak berarti seorang pemikir kritis

⚫ Berpikir kritis mampu: 
⚫ mencari sumber-sumber 

informasi yang relevan 
⚫ memanfaatkan informasi 

untuk memecahkan 
masalah

⚫ Menarik kesimpulan dari 
serangkaian fenomena



Berpikir Kritis ≠ Mengkritik,  
Mengecam. Mendebat

⚫ Berpikir kritis tidak sama dengan 
sikap argumentatif atau 
mengecam  orang lain

⚫ Berpikir kritis bersifat netral, 
objektif, tidak bias. Meskipun 
berpikir kritis dapat digunakan 
untuk menunjukkan kekeliruan 
atau alasan-alasan yang buruk

⚫ Pemikir kritis mampu melakukan 
introspeksi tentang kemungkinan 
bias dalam alasan yang 
dikemukakannya



Keterampilan Inti Berpikir Kritis
⚫ Interpretasi – kategorisasi, dekode, 

mengklarifikasi makna
⚫ Analisis – memeriksa gagasan, mengidentifikasi 

argumen, menganalisis argumen 
⚫ Evaluasi – menilai klaim (pernyataan), menilai 

argumen
⚫ Inferensi – mempertanyakan klaim, memikirkan 

alternatif (misalnya, differential diagnosis), 
menarik kesimpulan, memecahkan masalah,  
mengambil keputusan

⚫ Penjelasan – menyatakan masalah, menyatakan 
hasil,  mengemukakan kebenaran prosedur, 
mengemukakan argumen

⚫ Regulasi diri – meneliti diri, mengoreksi diri



Keterampilan Berpikir Kritis
⚫ Memahami hubungan-hubungan logis 

antar gagasan
⚫ Mengidentifikasi, mengkonstruksi, dan 

mengevaluasi argumen
⚫ Mendeteksi inkonsistensi dan kesalahan 

umum dalam pemberian alasan
⚫ Memecahkan masalah secara sistematis
⚫ Mengidentifikasi relevansi dan 

kepentingan gagasan
⚫ Merefleksikan kebenaran keyakinan dan 

nilai-nilai diri sendiri



Perbedaan antara Pemikir Kritis 
dan Bukan Pemikir Kritis

⚫ Pemikir kritis
− Cepat mengidentifikasi informasi 

yang relevan, memisahkannya dari 
informasi yang irelevan

− Dapat memanfaatkan informasi 
untuk merumuskan solusi masalah 
atau mengambil keputusan, dan 
jika perlu mencari informasi 
tambahan yang relevan

⚫ Bukan pemikir kritis
− Mengumpulkan fakta dan 

informasi, memandang semua 
informasi sama pentingnya

− Tidak melihat, menangkap, 
maupun memikirkan masalah inti



Mengapa Berpikir Kritis?
⚫ Berpikir kritis memungkinkan 

anda memanfaatkan potensi anda 
dalam melihat masalah, 
memecahkan masalah, 
menciptakan, dan menyadari diri



Mengapa Berpikir Kritis Penting, 
Sehingga Perlu Dipelajari?

⚫ Berpikir kritis merupakan keterampilan 
universal. Kemampuan berpikir jernih dan 
rasional diperlukan pada pekerjaan apapun, 
mempelajari bidang ilmu apapun,  memecahkan 
masalah apapun, jadi merupakan aset berharga bagi 
karir seorang

⚫ Berpikir kritis sangat penting di abad ke 21. 
Abad ke 21 merupakan era informasi dan teknologi. 
Seorang harus merespons perubahan dengan cepat 
dan efektif, sehingga memerlukan keterampilan 
intelektual yang fleksibel, kemampuan 
menganalisis informasi, dan mengintegrasikan 
berbagai smbr pengetahuan. untuk memecahkan 
masalah.



Mengapa Berpikir Kritis Penting, 
Sehingga Perlu Dipelajari?

⚫ Berpikir kritis meningkatkan keterampilan verbal 
dan analitik. Berpikir jernih dan sistematis dapat 
meningkatkan cara mengekspresikan gagasan, berguna 
dalam mempelajari cara menganalisis struktur  teks 
dengan logis, meningkatkan kemampuan untuk 
memahami

⚫ Berpikir kritis meningkatkan kreativitas. Untuk 
menghasilkan solusi kreatif terhadap suatu masalah tidak 
hanya perlu gagasan baru, tetapi gagasan baru itu harus 
berguna dan relevan dengan tugas yang harus 
diselesaikan. Berpikir kritis berguna untuk mengevaluasi 
ide baru, memilih yang terbaik, dan memodifikasi bisa 
perlu



Mengapa Berpikir Kritis Penting, 
Sehingga Perlu Dipelajari?
⚫ Berpikir kritis penting untuk refleksi diri. 

Untuk memberi struktur kehidupan sehingga 
hidup menjadi lebih berarti (meaningful life), 
maka diperlukan kemampuan untuk mencari 
kebenaran dan merefleksikan nilai dan 
keputusan diri sendiri. Berpikir kritis 
merupakan meta-thinking skill, ketrampilan 
untuk melakukan refleksi dan evaluasi diri 
terhadap nilai dan keputusan yang diambil, 
lalu – dalam konteks membuat hidup lebih 
berarti - melakukan upaya sadar untuk 
menginternalisasi hasil refleksi itu ke dalam 
kehidupan sehari-hari. 



Manfaat Berpikir Kritis bagi 
Mahasiswa

1. Membantu memperoleh 
pengetahuan, memperbaiki 
teori, memperkuat argumen

2. Mengemukakan dan 
merumuskan pertanyaan dengan 
jelas

3. Mengumpulkan, menilai, dan 
menafsirkan  informasi dengan 
efektif

4. Membuat kesimpulan dan 
menemukan solusi masalah 
berdasarkan alasan yang kuat

5. Membiasakan berpikiran terbuka
6. Mengkomunikasikan gagasan, 

pendapat, dan solusi dengan jelas 
kepada lainnya



Jembatan Berpikir Kritis-Berpikir 
Kreatif

Berpikir kritis
•Evaluasi

Berpikir kreatif
•Sintesis

•Analisis
•Penerapan
•Pemahaman
•Pengetahuan



Ringkasan dan Kesimpulan
1. Berpikir kritis merupakan keterampilan 

penting untuk keberhasilan studi, bekerja, 
dan hidup di era informasi dan teknologi 
abad ke 21 

2. Definisikan berpikir kirits dan bedakan 
dengan konsep berpikir yang serupa 

3. Identifikasi karakteristik dan perilaku 
yang berhubungan dengan berpikir kritis, 
dan definisikan secara operasional 
(berpikir kritis meliputi aspek kognitif, 
afektif, konatif, dan perilaku)



Ringkasan dan Kesimpulan
1. Berpikir kritis dan komponennya 

dapat dikembangkan dan digunakan 
dengan baik ketika mempelajari  
suatu pengetahuan

2. Dosen dan instruktur perlu meminta 
mahasiswa untuk menggunakan 
keterampilan berpikir kritis pada 
kegiatan KBK-PBL, meliputi diskusi, 
kegiatan lapangan, dan praktikum, 
dan mahasiswa mengevaluasi sendiri 
keterampilan itu



Selamat Berpikir Kritis untuk 
Mengoptimalkan Potensi Anda!

(Bebaskan Diri Anda dari Kebiasaan Membebek 
dan Menelan Informasi Mentah-Mentah)



TELAAH KRITIS
(Criticals Appraisal)
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● Telaah kritis atau critical appraisal adalah cara atau 
metode untuk mengkritisi secara ilmiah terhadap 
penulisan ilmiah.

● Telaah kritis digunakan untuk menilai validitas 
(kebenaran) dan kegunaan dari suatu artikel atau journal 
ilmiah.

● Untuk menentukan validitas diperlukan “beberapa 
pertanyaan “ dan dijawab oleh pembaca artikel ataupun 
journal.

● Pemecahan masalah klinik dan keputusan klinik  
tergantung pada penelitian klinik yang oleh seorang 
klinisi  diperlukan telaah kritis terhadap hasil-hasil 
penelitian klinik.

Pendahuluan
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● Aspek yang diperhatikan dalam penelitan adalah 
“Bagaimana menentukan” :
● Normalitas / abnormalitas.
● Diagnosis.
● Kekerapan.
● Risiko.
● Prognosis.
● Terapi atau pengobatan.
● Pencegahan.
● Kausa.
● 🡪 yang diterbitkan dalam tulisan ilmiah (Journal atau artikel).

● Cara yang terbaik untuk mengkritisi journal atau artikel 
adalah kita harus belajar tentang Evidence-based 
Medicine (EBM).
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● Perbedaan standart diagnosis suatu penyakit akan 
merubah prevalensi penyakit dan terapi suatu 
penyakit.

● Perubahan kriteria diagnostik berhubungan 
dengan peningkatan jumlah penyakit. 

● Misal : 
● Definisi AIDS yang dipakai sebagi dasar diagnosis 

pada tahun 1987  selam 2 tahun hanya ditemukan kasus 
sekitar 50 %.

● Tetapi sejak 1993 dengan dimasukannya kriteria baru 
yaitu CD+ 4 maka penemuan penderita AIDS 
meningkat secara nyata ( 85%).
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5 step Evidence- base practice

● 1. Asking Focused Question ( Patien’s problem).
● Prevention,diagnosis,prognosis,therapi, causation, et 

al
● 2. Finding the Evidence (Clinical article).

● Penemuan terbaru untuk menjawab pertanyaan 
penelitian.

● 3. Critical Appraisal 
● Validity dan usefulness

● 4. Making a Decision.
● Integrasi kejadian klinik dengan pasien.

● 5. Evaluating Performance
● Efektifitas dan efisiensi dari step 1 s/d step 4 dan 

untuk memperbaiki waktu yang akan datang.
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Pertanyaan Klink “Clinical 
question”dalam EBM meliputi :

● Bagaimana menilai atau assesment
● Diagnostik.
● Terapi.

● Bagaimana kegunaannya atau manfaat yang dapat 
diterapkan di klinik.
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Topik Criticals Appraisal

● 1. Telaah kritis  Uji Diagnosis.(Kompetensi 
Dokter)

● 2. Telaah kritis  Jurnal Terapi.(Kompetensi 
Apoteker)
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2. Telaah kritis  Jurnal Terapi.
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Pendahuluan

● Ada 3 hal pokok yang harus diketahui sebelum memilih terapi yang 
terbaik yaitu
● 1. Menentukan tujuan terapi 
● 2. Memilih terapi yang spesifik.
● 3. Menentukan target terapi.

● Di Amerika serikat semua obat sebelum digunakan oleh seorang klinisi 
harus dilakukan uji klinik tentang efeketifitas obat tersebut.

● Contoh pemberian terapi captoril pada penderita hipertensi.
● Tujuan terapi : mencegah kerusakan target organ seperti otak, 

jantung, mata, ginjal ayng dapat menyebabkan kematian atau 
kerusakan permanen.

● Pilihan terapi spesifik: berdasarkan uji klinik tersamar ganda.
● Target terapi : tekanan sistolik 130 mmHg dan diastolik 80 mmHg.
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● Ada 3 kemungkinan setelah memlilih terapi:
1. Berdasarkan pengalaman tanpa kontrol dari dokter 

yang bersangkutan.
2. Berdasarkan rekomendasi dari guru / senior/konsultan/ 

kolega dokter.
3. Berdasarkan berdasarkan suatu uji klinik tersamar 

ganda yang formal.

● Mana yang terbaik dalam menentukan terapi ?
● Jawab : dalam memilih obat adalah berdasarkan 

uji klinik tersamar ganda ( Randomized controlled 
clinical trial/ RCT).
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● Makna “ controlled” mempunyai arti bahwa 
pasien (subyek penelitian)  menerima obat baru 
dibandingkan dengan pasien kontrol (placebo) 
yang tidak menerima obat baru  atau tetap 
menerima obat sebelumnya.

● Makna “ randomized” subyek dibagi menjadi 2 
kelompok yaitu kelompok subyek penelitian dan 
placebo dengan dilakukan random alokasi.
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Cara memilih terapi yang baik

● Klinisi harus membaca jurnal / artikel kedokteran 
tentang terapi.

● Klinisi harus memilih jurnal yang baik dengan 
cepat.

● Klinisi harus mengetahui pedoman telaah kritis 
tentang terapi.
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Pedoman telaah kritis tentang 
terapi
1. Apakah alokasi subyek penelitian ke  kelompok terapi 

atau kontrol betul betul secara acak (random) atau tidak ?
2. Apakah semua keluaran ( autcome) dilaporkan ?
3. Apakah studi menyerupai lokasi anda bekerja atau tidak ?
4. Apakah kemaknaan statistik maupun klinis 

dipertimbangkan atau dilaporkan ?
5. Apakah tindakan terapi yang dilakukan dapat dilakukan 

ditempat anda bekerja atau tidak ?
6. Apakah semua subyek penelitian diperhitungkan dalam 

kesimpulan ? 
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1. Apakah alokasi subyek penelitian ke  
kelompok terapi atau kontrol betul betul 
secara acak (random) atau tidak ?
● Subyek penelitian harus mempunyai probabilitas 

yang sama pada alokasi kelompok terapi atau 
kontrol.

● Istilah ” randomized trial” atau “random 
allocation” harus ada dalam abstrak pada jurnal 
tersebut. 

● Dengan “random allocation “(alokasi random) 
bertujuan untuk menghilangkan bias pada hasil 
penelitian.
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Dua langkah dalam membaca artikel/ 
jurnal tentang terapi yaitu

● 1. Telusuri artikel yang mencantumkan 
“randomized clinical trial” 

● 2.Bila tidak ditemukan artikel tentang 
“randomized clinical trial” , maka klinisi 
dianjurkan memilih artikel yang memuat 
investigasi subeksperimental.
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2. Apakah semua keluaran ( outcome) 
dilaporkan ?

6.25.2Total kematian per 1000 subyek

7,48,9Infark miokard fatal dan non fatal per 1000 
subyek

5,37,2Infark miokard non fatal per 1000 subyek

-9+1Rerata perubahan pada kolesterol serum
clofibratplasebo

Hasil uji klinis secara random alokasi clofibrat pada penyakit 
jantung koroner
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Interpretasi hasil penelitian diatas
● Pemberian clofibrat akan menurunkan kolesterol 

sebesar 9%.
● Infark miokard baik fatal dan non fatal menurun 

lebih sedikit dari pada placebo ( 5,8: 7,2 dan 7,4: 
8,9)

● Keluaran secara keseluruhan pada kematian total 
terapi clofibrat lebih tinggi  dari pada placebo ( 
6,2:5,2) sehingga dapat diambil kesimpulan 
bahwa terapi clofibrat lebih banyak kerugiannya.
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3. Apakah studi menyerupai lokasi anda 
bekerja atau tidak ?

● Subyek penelitian harus diketahui secara 
demografi sosial dan secara klinis, sehingga 
klinisi dapat membandingka dengan situasi tempat 
bekerja.

● Subyek penelitian harus mirip dengan tempat 
bekerja klinisi.

● Kalau semua jawaban diatas ya, berati artikel 
tersebut bisa digunakan untuk pedoman terapi.
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4. Apakah kemaknaan statistik maupun 
klinis dipertimbangkan atau dilaporkan ?

● Kemaknaan klinis berhubungan dengan seberapa 
manfaat klinis terhadap terapi obat tertentu.

● Kemaknaan statistik berhubungan dengan hasil 
kesimpulan penelitian benar-bernar bermakna 
secara statistik tanpa memperitmbangkan 
kepentingan klinis.



20

Tabel 1 Hasil penelitian terapi captopril 
terhadap komplikasi kematian, atau stroke

1.0 - 0.4 = 60%
   10

 0.4 1.0Hipertensi tanpa 
kerusakan target 
organ

2.2-0.8 = 64%
   22

 0.8 2.2Hipertensi dng 
kerusakan target 
organ

(P-A) =RRR
   P

Tx captopril
A

Placebo
P

Jenis penelitian

Relative Risk 
Reductin (RRR)

Rata kejadian
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Tabel 2 Hasil penelitian terapi captopril 
terhadap komplikasi kematian, atau stroke

1.0-0.4 = 0.660%0.41.0Tanpa kerusakan 
target organ

2.2-0.8 = 0.1464%0.82.2Kerusakan target 
organ

Absolut Risk 
Reduction 
(ARR)

RRRTx 
captop
ril

PlaceboJenis penelitian

Rata kejadian
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● Kemaknaan klinis dapat dilihat pada RRR atau ARR
● Tabel 2 dapat dilihat bahwa terapi captopril dapat 

menurunkan komplikasi target organ sebesar 0,8 
dibanding 2,2 dengan RRR sebesar 64.

● Sedangkan komplikasi tanpa kerusakan target organ 0,04 
diabnding 1,0 dengan RRR sebesar 64%

● Bila RRR> 50% menunjukan bermakna secara klinis.
● Tabel 2   captopril dapat menurunkan komplikasi sebesar 

0.14 dan 0.6.
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5. Apakah tindakan terapi yang dilakukan dapat 
dilakukan ditempat anda bekerja atau tidak ?

● Terdapat 4 pokok :

1. Perlakuan harus dijelaskan dengan terperinci agar dapat 
direplikasi.

2. Perlakuan harus punya arti biologis dan klinis.
3. Perlakuan harus tersedia dan dapat diterima penderita.
4. Peneliti harus dapat menjelaskan bagaimana cara 

menghindari kontaminasi atau co-intervensi.
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6. Apakah semua subyek penelitian 
diperhitungkan dalam kesimpulan ? 

● Pembaca harus jeli mencatat berapa subyek penelitian 
yang termasuk kelompok perlakuan (terapi) atau 
kelompok kontrol.

● Tabel 3 dari hasil penelitian uji klinis acak( randomized 
clinical trial)  jumlah kasus sebesar 151 penderita dengan 
rincian : pembedahan versus medikamentosa ( 79 
dioperasi vs 72 medikamentosa ) setelah dihitung terdapat 
penurunan reduction in risk sebesar 27 % (p=0,02), tetapi  

● Setelah diteliti jumlah kasus sebesar 167, dan ada 16 
kasus meninggal karena stroke atau meninggal waktu 
masuk sehingga bila dihitung  penurunan reduction in risk 
hanya 16 % (p=0.09) berarti tidak bermakna.
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Tabel 3. Hasil penelitian operasi jantung Vs 
medikamentosa 

721953medikamentosa

793643Operasi jantung

Total pasientidakyaterapi

TIA,sroke atau 
kematian

Redution  risk dari operasi jantung adalah = (53/72 )- (43/79) = 27%

              (53/72)

 X 2 = 5,98 dan p=0,02 ( bermakna bila p< 0.05)
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Tabel 3 Tetapi yang benar adalah 

731954medikamentosa

943658Operasi jantung

Total pasientidakyaterapi

TIA,sroke atau 
kematian

Redution  risk dari operasi jantung adalah = (54/73 )- (58/94) = 16%

              (54/73)

 X 2 = 2,80 dan p=0,09  ( tidak bermakna karena  p>0.05)
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Lembar kerja telaah kritis terapi

Tidak 
diketahui

Tidakya6.Apakah semua subyek penelitian dipertimbangkan dalam 
kesimpulan ?

Tidak 
diketahui

Tidakya5.Apakah tindakan terapi yang dilakukan dapat dilakukan 
ditempat anda bekerja atau tidak ?

Tidak 
diketahui

Tidakya4.Apakah kemaknaan statistik maupun klinis dipertimbangkan 
atau dilaporkan ?

Tidak 
diketahui

Tidakya3.Apakah lokasi penelitian menyerupai lokasi anda bekerja 
atau tidak ?

Tidak 
diketahui

Tidakya2.Apakah semua keluaran (outcome) dilaporkan ?

Tidak 
diketahui

Tidakya1. Apakah lokasi subyek penelitan ke kelompok terapi atau 
kontrol betul betul secara acak (random) atau tidak ?
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The NEW ENGLAND 
JOURNAL of MEDICINE

● Background
● Cardiovascular morbidity is a major burden in patients with type 2 diabetes. In the Steno-2 

Study, we compared the effect of a targeted, intensified,multifactorial intervention with that 
of conventional tretment on modifiabel risk factors for cardiovascular disease in patients 
with type 2 diabetes and microalbuminuria.

● Methods
● The primary end point of this open, paralled trial was acomposide of death 

fromcardiovascular causes, nonfatal myocardial infartion, non stroke, revascularization. And 
amputation…..

● Results
● The mean age of the patients was 55.1 years, and the mean follow-up was 7.8 years…….

● Conclutions
● A target-driven, long-term,intensified intervention aimed at multiple risk factor in patients 

with type 2 diabetes and microalbuminuria reduces the risk of cardiovacular and 
microvascular evnts by about 50 persent

ESTABLISHED IN 1812                          JANUARI 30.2003              VOL.348  NO.5

Multifactorial Intervention andd cardiovascular 
Disease in patients with Type 2  Diabetes

Peter Gaede.M.D., Pernile Vedel.M.D.Ph.D.,Nicolai Larsen.M.D.Ph.D.,Gunnar 

V.H.,Jensen.M.D.,Ph.D., Hans-henrik Parving.M.D.D.M.Sc, and Oluf Pedersen.M.D.D.M.Sc.
ABSTRACT
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Kesimpulan

● Telaah kritis merupakan suatu keharusan bagi seorang klinisi 
untuk menerapkan pengetahuan baru dalam praktek 
sehari-hari.

● Telaah kritis merupakan metode untuk berpikir kritis terhadap 
artikel atau jurnal penelitian.

● Pengetahuan telaah kritis merupakan bagian atau tahapan dari 
evidence-based medicine.

● Dalam menentukan uji diagnosis seorang klinisi harus 
mempertimbangkan seberapa besar sensitifitas dan spesifitas 
terhadap uji diagnosis baru dibandingkan uji diagnosis lama

● Ada 3 hal pokok yang harus diketahui sebelum memilih terapi 
yang terbaik yaitu bagaimana menentukan tujuan terapi, 
memilih terapi yang spesifik dan menentukan target terapi.
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EVIDENCE BASED CHILD HEALTH 1

Principles of evidence based medicine
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Health care professionals are increasingly required to base
clinical decisions on the best available evidence. Evidence
based medicine (EBM) is a systematic approach to clinical
problem solving which allows the integration of the best
available research evidence with clinical expertise and
patient values. This paper explains the concept of EBM and
introduces the five step EBM model: formulation of
answerable clinical questions; searching for evidence;
critical appraisal; applicability of evidence; evaluation of
performance. Subsequent articles will focus on the
principles and critical appraisal of randomised controlled
trials, systematic reviews, and meta-analyses, and provide
a practical demonstration of the five step EBM model using
a real life clinical scenario.
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .

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

Correspondence to:
Dr A K Akobeng,
Department of Paediatric
Gastroenterology, Central
Manchester and
Manchester Children’s
University Hospitals, Booth
Hall Children’s Hospital,
Charlestown Road,
Blackley, Manchester, M9
7AA, UK; tony.akobeng@
cmmc.nhs.uk

Accepted 22 April 2005
. . . . . . . . . . . . . . . . . . . . . . .

WHAT IS EVIDENCE BASED MEDICINE?
The concept of evidence based medicine (EBM),
defined as the ‘‘integration of best research
evidence with clinical expertise and patient
values’’,1 has been gaining popularity in the past
decade. The practice of EBM involves a process of
lifelong self directed learning in which caring for
patients creates the need for important informa-
tion about clinical and other health care issues.
EBM recognises that the research literature is
constantly changing.2 What the evidence points
to as the best method of practice today may
change next month or next year. The task of
staying current, although never easy, is made
much simpler by incorporating the tools of EBM
such as the ability to track down and critically
appraise evidence, and incorporate it into every-
day clinical practice.
The work of people in the field of paediatrics

and child health centres on the problems of
children and their families and carers. Questions
about diagnosis, prognosis, and treatment often
arise and sometimes the answers to these
questions need to be sought. EBM allows the
integration of good quality published evidence
with clinical expertise and the opinions and
values of the patients and their families or carers.
Deciding on how to treat patients should not be
based solely on the available evidence. Other
factors such as personal experience, judgement,
skills, and more importantly patient values and
preferences must be considered.
The practice of EBM should therefore aim to

deliver optimal patient care through the integra-
tion of current best evidence and patient

preferences, and should also incorporate exper-
tise in performing clinical history and physical
examination. Figure 1 illustrates a typical flow
chart of EBM, depicting how knowledge and
experience may be integrated with patients’
preferences and available evidence in the making
of clinical decisions.

WHY EVIDENCE BASED MEDICINE?
The most important reason for practising EBM is
to improve quality of care through the identifica-
tion and promotion of practices that work, and
the elimination of those that are ineffective or
harmful.4 EBM promotes critical thinking. It
demands that the effectiveness of clinical inter-
ventions, the accuracy and precision of diagnos-
tic tests, and the power of prognostic markers
should be scrutinised and their usefulness
proven. It requires clinicians to be open minded
and look for and try new methods that are
scientifically proven to be effective and to discard
methods shown to be ineffective or harmful.
It is important that health care professionals

develop key EBM skills including the ability to
find, critically appraise, and incorporate sound
scientific evidence into their own practice.

THE FIVE STEP EBM MODEL
The practice of EBM involves five essential
steps3 5: first, converting information needs into
answerable questions; second, finding the best
evidence with which to answer the questions;
third, critically appraising the evidence for its
validity and usefulness; fourth, applying the
results of the appraisal into clinical practice;
and fifth, evaluating performance.

Step 1: Formulating answerable clinical
questions
One of the difficult steps in practising EBM may
be the translation of a clinical problem into an
answerable question.6 When we come across a
patient with a particular problem, various ques-
tions may arise for which we would like answers.
These questions are frequently unstructured and
complex, and may not be clear in our minds. The
practice of EBM should begin with a well
formulated clinical question. This means that
we should develop the skill to convert our
information needs into answerable questions.
Good clinical questions should be clear, directly
focused on the problem at hand, and answerable
by searching the medical literature.7

A useful framework for making clinical ques-
tions more focused and relevant has been
suggested by Sackett et al.1 They proposed that

Abbreviations: EBM, evidence based medicine; CASP,
critical appraisal skills programme
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a good clinical question should have four (or sometimes
three) essential components:

N the patient or problem in question;

N the intervention, test, or exposure of interest;

N comparison interventions (if relevant);

N the outcome, or outcomes, of interest.

Thus an answerable clinical question should be structured
in the PICO (Patient or Problem, Intervention, Comparison,
Outcome/s) or PIO (Patient or Problem, Intervention,
Outcome/s) format.
To illustrate the concept of PICO/PIO, imagine that you

have a four month old baby admitted to your ward with viral
bronchiolitis. The child’s symptoms get progressively worse
and you wonder whether giving corticosteroids might help
the child improve and reduce the length of stay in hospital.
You decide to use ‘‘clinical score’’ as a measure of improve-
ment. The key components of your clinical question would
be:
Patient or problem: 4 month old baby with viral bronchiolitis.
Intervention: corticosteroids.
Comparison: no corticosteroids.
Outcomes: clinical score, length of hospital stay.
A four part clinical question may be formulated as follows:

In a 4 month old baby with viral bronchiolitis, does the
administration of corticosteroids compared with not giving cortico-
steroids improve clinical score and reduce length of hospital stay?

Step 2: Finding the evidence
Once you have formulated your clinical question, the next
step is to seek relevant evidence that will help you answer the
question. There are several sources of information that may
be of help. Traditional sources of information such as
textbooks and journals are often too disorganised or out of
date.8 You may resort to asking colleagues or ‘‘experts’’ but
the quality of information obtained from this source is
variable. Secondary sources of reliable summarised evidence
which may help provide quick evidence based answers to
specific clinical questions include Archimedes (http://adc.
bmjjournals.com/cgi/collection/archimedes), Clinical Evidence
(http://www.clinicalevidence.com/ceweb/conditions/index.
jsp), and BestBets (http://www.bestbets.org/index.html).
Other important sources of evidence include the online

electronic bibliographic databases, which allow thousands of
articles to be searched in a relatively short period of time in

an increasing number of journals. The ability to search these
databases effectively is an important aspect of EBM. Effective
searches aim to maximise the potential of retrieving relevant
articles within the shortest possible time. Studies have shown
that, even in countries where hospitals have facilities for
internet access allowing health care personnel access to a
number of electronic databases, many people are not familiar
with the process of carrying out efficient searches and often
conduct searches which result in too few or too many
articles.9 10 It is therefore important for health care profes-
sionals to undergo basic training in search skills, either
through their local library services or through the attendance
at formal courses.

BASIC SEARCH PRINCIPLES
Convert the clinical problem into an answerable
question
The key to successful searching is to convert your clinical
problem into a clear answerable question, which should
ideally be framed in the PICO/PIO format as discussed above.

Generate appropriate keywords
A word list can be generated, based on keywords from the
clinical question. For example, from the clinical question
above, the following keywords could be used for the search:
viral bronchiolitis (patient or problem); corticosteroids and
synonyms: glucocorticoids, steroids, prednisolone, dexa-
methasone (intervention); clinical score, hospital stay (out-
comes)

Choose a bibliographic database
Numerous online databases are available. These include the
Cochrane Library databases, MEDLINE, EMBASE, and
CINAHL. In day to day clinical practice, I will suggest that
becoming familiar with one or two databases will suffice in
most cases. I recommend the Cochrane Library databases and
MEDLINE. The Cochrane Library databases—which include
the Cochrane database of systematic reviews, the Database of
abstracts of reviews of effectiveness, and the Cochrane
controlled trials register—is maintained by the Cochrane
collaboration, an international initiative which began in the
early 1990s and was designed to prepare, maintain, and
disseminate systematic reviews of health care interventions.3

The Cochrane Library is updated quarterly and is available
through the internet or CD-rom. There is usually a charge for

Knowledge
Experience

Skills

Patient
values and
preferences

Best available evidence

Clinical decision

Figure 1 Flow chart of evidence based medicine.3

Term 1 Term 2

A  The Boolean operator 'AND' identifies only
    articles that contain both terms.

Identifies articles
that contain both
term 1 and term 2

AND

Term 1 Term 2

B  The Boolean operator 'OR' identifies all
    articles that contain either term.

Identifies articles
that contain either
term 1 or term 2

OR

Figure 2 Venn diagram illustrating the use of Boolean operators AND
and OR.
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using the library, although NHS staff in the United Kingdom
have free access to the service through the National
Electronic Library for Health.
MEDLINE is probably the most widely used database for

searching the biomedical literature.3 It is maintained by the
National Library of Medicine, USA. A version of MEDLINE
(PUBMED) is freely available on the internet, is updated
regularly, and is relatively user friendly.
When looking for articles on effectiveness of interventions

or treatments, the first point of call should probably be the
Cochrane database of systematic reviews or the other
secondary sources mentioned above such as Archimedes,
Clinical Evidence, and BestBets. The Cochrane controlled
trials register provides an index of published randomised
controlled trials. Randomised controlled trials and systematic
reviews may also be searched for using MEDLINE.
SUMsearch (http://sumsearch.uthscsa.edu) is a useful search
engine that allows direct searches of external databases with
a focus on clinical topics.

Conduct the search
Once the key words and databases have been identified, the
next thing is to run the search. At the basic level, an efficient
method is to combine individual words or terms using the
Boolean operators ‘‘AND’’ and ‘‘OR’’.11 If you are combining
two terms, AND allows only articles containing both terms to
be retrieved, while OR allows articles containing either term
to be retrieved. A simple Venn diagram consisting of two
overlapping circles may be used to illustrate this principle. In
fig 2A, the two terms have been combined using AND, and in
fig 2B, they are combined using OR.
When too many articles come up after the initial search

(which is often the case), PUBMED has a feature that allows
you to limit the results of your search. You can limit your
search by publication type (for example, randomised con-
trolled trials or review articles); by date of publication; by
language, by study population, and so on. PubMed also has a
feature called ‘‘Clinical queries’’ which provides an easy to
use approach to evidence based searching within the Medline
database. ‘‘Clinical queries’’ is a preprogrammed research
methodology filter that helps busy practitioners access the
best available evidence by providing a quick access to reliable
clinical studies related to therapy, diagnosis, aetiology, or
prognosis.

Example of a basic search strategy
To try to find evidence to answer the clinical question I
formulated earlier, we can use the keywords generated to
search the Cochrane database of systematic reviews and
PUBMED, using the following search strategy:

N (1): Viral bronchiolitis

N (2): Corticosteroids OR steroids OR glucocorticoids OR
prednisolone OR dexamethasone

N (3): Clinical score OR hospital stay

N (4): (1) AND (2) AND (3).

When this search strategy was used to search the Cochrane
database of systematic reviews on 10 December 2004, four
articles were retrieved, but only one of these was relevant.12

Other strategies that may be used to improve the sensitivity
and specificity of literature searches have been described by
Sackett et al.1

Step 3: Appraising the evidence
After you have obtained relevant articles on a subject, the
next step is to appraise the evidence for its validity and
clinical usefulness. Although there is a wealth of research
articles available, the quality of these is variable. Putting

unreliable evidence into practice could lead to harm being
caused or limited resources being wasted.
Research evidence may be appraised with regard to three

main areas: validity, importance, and applicability to the
patient or patients of interest. Critical appraisal provides a
structured but simple method for assessing research evidence
in all three areas.13 Developing critical appraisal skills involves
learning how to ask a few key questions about the validity of
the evidence and its relevance to a particular patient or group
of patients. Such skills may be learnt within small tutorials,
workshops, interactive lectures, and at the bedside.13

Several tools for appraising research articles are available. I
like the tools developed by the Critical Appraisal Skills
Programme (CASP), Oxford, UK. These include tools for
appraising randomised controlled trials, systematic reviews,
case–control studies, and cohort studies. The CASP tools are
simple, easy to use, and freely available on the internet.14

A detailed discussion of the critical appraisal of rando-
mised controlled trials and systematic reviews will be
provided in the next two articles of the series.

Step 4: Applying the evidence
When we decide after critical appraisal that a piece of
evidence is valid and important, we then have to decide
whether that evidence can be applied to our individual
patient or population. In deciding this we have to take into
account the patient’s own personal values and circumstances.
The evidence regarding both efficacy and risks should be fully
discussed with the patient or parents, or both, in order to
allow them to make an informed decision. This approach
allows a ‘‘therapeutic alliance’’ to be formed with the patient
and the parents and is consistent with the fundamental
principle of EBM: the integration of good evidence with
clinical expertise and patient values.15 The decision to apply
evidence should also take account of costs and the availability
of that particular treatment in your hospital or practice. A
practical illustration of issues to consider before applying
research evidence will be provided in the fourth article of the
series.

Step 5. Evaluating performance
As we incorporate EBM into routine clinical practice, we need
to evaluate our approach at frequent intervals and to decide
whether we need to improve on any of the four steps
discussed above. As Strauss and Sackett have suggested, we
need to ask whether we are formulating answerable
questions, finding good evidence quickly, effectively apprais-
ing the evidence, and integrating clinical expertise and
patient’s values with the evidence in a way that leads to a
rational, acceptable management strategy.15 Formal auditing
of performance may be needed to show whether the EBM
approach is improving patient care.

CONCLUSIONS
EBM aims to improve quality of care through the integration
of best research evidence with clinical expertise and patient’s
and parents’ preferences. In this article, I have explained the
five essential steps for practising EBM, which are: formulat-
ing answerable clinical questions; searching for evidence;
making a critical appraisal; assessing the applicability of the
evidence; and evaluating performance. The principles and
critical appraisal of randomised controlled trials, systematic
reviews, and meta-analyses, and a practical demonstration of
the five step EBM model will be explored further in later
articles in this series.
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standard for evaluating the effectiveness of interventions,
the randomised controlled trial, is discussed. Issues that
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I
n the first article of the series,1 I described
evidence based medicine (EBM) as a systema-
tic approach to clinical problem solving, which

allows the integration of the best available
research evidence with clinical expertise and
patient values. In this article, I will explain the
hierarchy of evidence in assessing the effectiveness
of interventions or treatments, and discuss the
randomised controlled trial, the gold standard for
evaluating the effectiveness of interventions.

HIERARCHY OF EVIDENCE
It is well recognised that some research designs
are more powerful than others in their ability to
answer research questions on the effectiveness of
interventions. This notion has given rise to the
concept of ‘‘hierarchy of evidence’’. The hier-
archy provides a framework for ranking evidence
that evaluates health care interventions and
indicates which studies should be given most
weight in an evaluation where the same question
has been examined using different types of
study.2

Figure 1 illustrates such a hierarchy. The
ranking has an evolutionary order, moving from
simple observational methods at the bottom,
through to increasingly rigorous methodologies.
The pyramid shape is used to illustrate the
increasing risk of bias inherent in study designs
as one goes down the pyramid.3 The randomised
controlled trial (RCT) is considered to provide the
most reliable evidence on the effectiveness of
interventions because the processes used during
the conduct of an RCT minimise the risk of
confounding factors influencing the results.
Because of this, the findings generated by RCTs
are likely to be closer to the true effect than the
findings generated by other research methods.4

The hierarchy implies that when we are
looking for evidence on the effectiveness of
interventions or treatments, properly conducted
systematic reviews of RCTs with or without
meta-analysis or properly conducted RCTs will
provide the most powerful form of evidence.3 For
example, if you want to know whether there is
good evidence that children with meningitis
should be given corticosteroids or not, the best
articles to look for would be systematic reviews
or RCTs.

WHAT IS A RANDOMISED CONTROLLED
TRIAL?
An RCT is a type of study in which participants
are randomly assigned to one of two or more
clinical interventions. The RCT is the most
scientifically rigorous method of hypothesis
testing available,5 and is regarded as the gold
standard trial for evaluating the effectiveness of
interventions.6 The basic structure of an RCT is
shown in fig 2.

Abbreviations: Abbreviations: CONSORT, consolidated
standards of reporting trials; EBM, evidence based
medicine; PCDAI, paediatric Crohn’s disease activity
index; RCT, randomised controlled trial
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A sample of the population of interest is randomly
allocated to one or another intervention and the two groups
are followed up for
a specified period of time. Apart from the interventions being
compared, the two groups are treated and observed in an
identical manner. At the end of the study, the groups are
analysed in terms of outcomes defined at the outset. The
results from, say, the treatment A group are compared with
results from the treatment B group. As the groups are treated
identically apart from the intervention received, any differ-
ences in outcomes are attributed to the trial therapy.6

WHY A RANDOMISED CONTROLLED TRIAL?
The main purpose of random assignment is to prevent
selection bias by distributing the characteristics of patients
that may influence the outcome randomly between the
groups, so that any difference in outcome can be explained
only by the treatment.7 Thus random allocation makes it
more likely that there will be balancing of baseline systematic
differences between intervention groups with regard to
known and unknown factors—such as age, sex, disease
activity, and duration of disease—that may affect the
outcome.

APPRAISING A RANDOMISED CONTROLLED TRIAL
When you are reading an RCT article, the answers to a few
questions will help you decide whether you can trust the
results of the study and whether you can apply the results to
your patient or population. Issues to consider when reading
an RCT may be condensed into three important areas8:

N the validity of the trial methodology;

N the magnitude and precision of the treatment effect;

N the applicability of the results to your patient or popula-
tion.

A list of 10 questions that may be used for critical appraisal
of an RCT in all three areas is given in box 1.9

ASSESSING THE VALIDITY OF TRIAL
METHODOLOGY
Focused research question
It is important that research questions be clearly defined at
the outset. The question should be focused on the problem of
interest, and should be framed in such a way that even
somebody who is not a specialist in the field would
understand why the study was undertaken.

Randomisation
Randomisation refers to the process of assigning study
participants to experimental or control groups at random
such that each participant has an equal probability of being
assigned to any given group.10 The main purpose of
randomisation is to eliminate selection bias and balance
known and unknown confounding factors in order to create a
control group that is as similar as possible to the treatment
group.
Methods for randomly assigning participants to groups,

which limits bias, include the use of a table of random
numbers and a computer program that generates random
numbers. Methods of assignment that are prone to bias
include alternating assignment or assignment by date of birth
or hospital admission number.10

In very large clinical trials, simple randomisation may lead
to a balance between groups in the number of patients
allocated to each of the groups, and in patient characteristics.
However, in ‘‘smaller’’ studies this may not be the case. Block
randomisation and stratification are strategies that may be
used to help ensure balance between groups in size and
patient characteristics.11

Block randomisation
Block randomisation may be used to ensure a balance in the
number of patients allocated to each of the groups in the trial.
Participants are considered in blocks of, say, four at a time.
Using a block size of four for two treatment arms (A and B)
will lead to six possible arrangements of two As and two Bs
(blocks):
AABB BBAA ABAB BABA ABBA BAAB
A random number sequence is used to select a particular
block, which determines the allocation order for the first four

Opinion
Case reports
Case series

Case–control studies
Cohort studies

RCTs

Systematic
review of RCTs
with or without
meta-analysis

Figure 1 Hierarchy of evidence for questions about the effectiveness of
an intervention or treatment.

Population
of interest

Sample
population Randomisation

Treatment A

Treatment B

Outcomes

Outcomes

Figure 2 The basic structure of a randomised controlled trial.

Box 1: Questions to consider when assessing an
RCT9

N Did the study ask a clearly focused question?

N Was the study an RCT and was it appropriately so?

N Were participants appropriately allocated to interven-
tion and control groups?

N Were participants, staff, and study personnel blind to
participants’ study groups?

N Were all the participants who entered the trial
accounted for at its conclusion?

N Were participants in all groups followed up and data
collected in the same way?

N Did the study have enough participants to minimise the
play of chance?

N How are the results presented and what are the main
results?

N How precise are the results?

N Were all important outcomes considered and can the
results be applied to your local population?
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subjects. In the same vein, treatment group is allocated to the
next four patients in the order specified by the next randomly
selected block.

Stratification
While randomisation may help remove selection bias, it does
not always guarantee that the groups will be similar with
regard to important patient characteristics.12 In many studies,
important prognostic factors are known before the study. One
way of trying to ensure that the groups are as identical as
possible is to generate separate block randomisation lists for
different combinations of prognostic factors. This method is
called stratification or stratified block sampling. For example,
in a trial of enteral nutrition in the induction of remission in
active Crohn’s disease, potential stratification factors might
be disease activity (paediatric Crohn’s disease activity index
(PCDAI) (25 v .25) and disease location (small bowel
involvement v no small bowel involvement). A set of blocks
could be generated for those patients who have PCDAI (25
and have small bowel disease; those who have PCDAI (25
and have no small bowel disease; those who have PCDAI.25
and have small bowel disease; and those who have PCDAI
.25 and have no small bowel disease.

Allocation concealment
Allocation concealment is a technique that is used to help
prevent selection bias by concealing the allocation sequence
from those assigning participants to intervention groups,
until the moment of assignment. The technique prevents
researchers from consciously or unconsciously influencing
which participants are assigned to a given intervention group.
For instance, if the randomisation sequence shows that
patient number 9 will receive treatment A, allocation
concealment will remove the ability of researchers or other
health care professionals from manoeuvring to place another
patient in position 9.
In a recent observational study, Schulz et al showed that in

trials in which allocation was not concealed, estimates of
treatment effect were exaggerated by about 41% compared
with those that reported adequate allocation concealment.13

A common way for concealing allocation is to seal each
individual assignment in an opaque envelope.10 However, this
method may have disadvantages, and ‘‘distance’’ randomisa-
tion is generally preferred.14 Distance randomisation means
that assignment sequence should be completely removed
from those who make the assignments. The investigator, on
recruiting a patient, telephones a central randomisation
service which issues the treatment allocation.
Although an RCT should, in theory, eliminate selection

bias, there are instances where bias can occur.15 You should
not assume that a trial methodology is valid merely because it
is stated to be an RCT. Any selection bias in an RCT
invalidates the study design and makes the results no more
reliable than an observational study. As Torgesson and
Roberts have suggested, the results of a supposed RCT which
has had its randomisation compromised by, say, poor
allocation concealment may be more damaging than an
explicitly unrandomised study, as bias in the latter is
acknowledged and the statistical analysis and subsequent
interpretation might have taken this into account.14

Blinding
There is always a risk in clinical trials that perceptions about
the advantages of one treatment over another might
influence outcomes, leading to biased results. This is
particularly important when subjective outcome measures
are being used. Patients who are aware that they are
receiving what they believe to be an expensive new treatment
may report being better than they really are. The judgement
of a doctor who expects a particular treatment to be more

effective than another may be clouded in favour of what he
perceives to be the more effective treatment. When people
analysing data know which treatment group was which,
there can be the tendency to ‘‘overanalyse’’ the data for any
minor differences that would support one treatment.
Knowledge of treatment received could also influence

management of patients during the trial, and this can be a
source of bias. For example, there could be the temptation for a
doctor to give more care and attention during the study to
patients receiving what he perceives to be the less effective
treatment in order to compensate for perceived disadvantages.
To control for these biases, ‘‘blinding’’ may be undertaken.

The term blinding (sometimes called masking) refers to the
practice of preventing study participants, health care profes-
sionals, and those collecting and analysing data from
knowing who is in the experimental group and who is in
the control group, in order to avoid them being influenced by
such knowledge.16 It is important for authors of papers
describing RCTs to state clearly whether participants,
researchers, or data evaluators were or were not aware of
assigned treatment.
In a study where participants do not know the details of

the treatment but the researchers do, the term ‘‘single blind’’
is used. When both participants and data collectors (health
care professionals, investigators) are kept ignorant of the
assigned treatment, the term ‘‘double blind’’ is used. When,
rarely, study participants, data collectors, and data evaluators
such as statisticians are all blinded, the study is referred to as
‘‘triple blind’’.5

Recent studies have shown that blinding of patients and
health care professionals prevents bias. Trials that were not
double blinded yielded larger estimates of treatment effects
than trials in which authors reported double blinding (odds
ratios exaggerated, on average, by 17%).17

It should be noted that, although blinding helps prevent
bias, its effect in doing so is weaker than that of allocation
concealment.17 Moreover, unlike allocation concealment,
blinding is not always appropriate or possible. For example,
in a randomised controlled trial where one is comparing
enteral nutrition with corticosteroids in the treatment of
children with active Crohn’s disease, it may be impossible to
blind participants and health care professionals to assigned
intervention, although it may still be possible to blind those
analysing the data, such as statisticians.

Intention to treat analysis
As stated earlier, the validity of an RCT depends greatly on
the randomisation process. Randomisation ensures that
known and unknown baseline confounding factors would
balance out in the treatment and control groups. However,
after randomisation, it is almost inevitable that some
participants would not complete the study for whatever
reason. Participants may deviate from the intended protocol
because of misdiagnosis, non-compliance, or withdrawal.
When such patients are excluded from the analysis, we can
no longer be sure that important baseline prognostic factors
in the two groups are similar. Thus the main rationale for
random allocation is defeated, leading to potential bias.
To reduce this bias, results should be analysed on an

‘‘intention to treat’’ basis.
Intention to treat analysis is a strategy in the conduct and

analysis of randomised controlled trials that ensures that all
patients allocated to either the treatment or control groups
are analysed together as representing that treatment arm
whether or not they received the prescribed treatment or
completed the study.5 Intention to treat introduces clinical
reality into research by recognising that for several reasons,
not all participants randomised will receive the intended
treatment or complete the follow up.18
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According to the revised CONSORT statement for reporting
RCTs, authors of papers should state clearly which partici-
pants are included in their analyses.19 The sample size per
group, or the denominator when proportions are being
reported, should be provided for all summary information.
The main results should be analysed on the basis of intention
to treat. Where necessary, additional analyses restricted only
to participants who fulfilled the intended protocol (per
protocol analyses) may also be reported.

Power and sample size calculation
The statistical power of an RCT is the ability of the study to
detect a difference between the groups when such a
difference exists. The power of a study is determined by
several factors, including the frequency of the outcome being
studied, the magnitude of the effect, the study design, and
the sample size.5 For an RCT to have a reasonable chance of
answering the research question it addresses, the sample size
must be large enough—that is, there must be enough
participants in each group.
When the sample size of a study is too small, it may be

impossible to detect any true differences in outcome between
the groups. Such a study might be a waste of resources and
potentially unethical. Frequently, however, small sized
studies are published that claim no difference in outcome
between groups without reporting the power of the studies.
Researchers should ensure at the planning stage that there
are enough participants to ensure that the study has a high
probability of detecting as statistically significant the smallest
effect that would be regarded as clinically important.20

MAGNITUDE AND SIGNIFICANCE OF TREATMENT
EFFECT
Once you have decided that the methodology of a study is
valid within reason, the next step is to decide whether the
results are reliable. Two things usually come into mind in
making this decision—how big is the treatment effect, and
how likely is it that the result obtained is due to chance
alone?

Magnitude of treatment effect
Magnitude refers to the size of the measure of effect.
Treatment effect in RCTs may be reported in various ways
including absolute risk, relative risk, odds ratio, and number
needed to treat. These measures of treatment effect and their
advantages and disadvantages have recently been reviewed.21

A large treatment effect may be more important than a small
one.

Statistical significance
Statistical significance refers to the likelihood that the results
obtained in a study were not due to chance alone. Probability
(p) values and confidence intervals may be used to assess
statistical significance.

p Value
A p value can be thought of as the probability that the
observed difference between two treatment groups might
have occurred by chance. The choice of a significance level is
artificial but by convention, many researchers use a p value of
0.05 as the cut off for significance. What this means is that if
the p value is less than 0.05, the observed difference between
the groups is so unlikely to have occurred by chance that we
reject the null hypothesis (that there is no difference) and
accept the alternative hypothesis that there is a real
difference between the treatment groups. When the p value
is below the chosen cut off, say 0.05, the result is generally
referred to as being statistically significant. If the p value is
greater than 0.05, then we say that the observed difference
might have occurred by chance and we fail to reject the null

hypothesis. In such a situation, we are unable to demonstrate
a difference between the groups and the result is usually
referred to as not statistically significant.

Confidence intervals
The results of any study are estimates of what might happen
if the treatment were to be given to the entire population of
interest. When I test a new asthma drug on a randomly
selected sample of children with asthma in the United
Kingdom, the treatment effect I will get will be an estimate of
the ‘‘true’’ treatment effect for the whole population of
children with asthma in the country. The 95% confidence
interval (CI) of the estimate will be the range within which
we are 95% certain that the true population treatment effect
will lie. It is most common to report 95% CI, but other
intervals, such as 90% and 99% CI, may also be calculated for
an estimate.
If the CI for a mean difference includes 0, then we have

been unable to demonstrate a difference between the groups
being compared (‘‘not statistically significant’’), but if the CI
for a mean difference does not include 0, then a statistically
significant difference between the groups has been shown. In
the same vein, if the CI for relative risk or odds ratio for an
estimate includes 1, then we have been unable to demon-
strate a statistically significant difference between the groups
being compared, and if it does not include 1, then there is a
statistically significant difference.

Confidence intervals versus p values
CIs convey more useful information than p values. CI may be
used to assess statistical significance, provide a range of
plausible values for a population parameter, and gives an idea
about how precise the measured treatment effect is (see
below). Authors of articles could report both p values and
CIs.22 However, if only one is to be reported, then it should be
the CI, as the p value is less important and can be deduced
from the CI; p values tell us little extra when CIs are
known.22 23

Clinical significance
A statistically significant finding by itself can have very little
to do with clinical practice and has no direct relation to
clinical significance. Clinical significance reflects the value of
the results to patients and may be defined as a difference in
effect size between groups that could be considered to be
important in clinical decision making, regardless of whether
the difference is statistically significant or not. Magnitude
and statistical significance are numerical calculations, but
judgements about the clinical significance or clinical impor-
tance of the measured effect are relative to the topic of
interest.2 Judgements about clinical significance should take
into consideration how the benefits and any adverse events of
an intervention are valued by the patient.

PRECISION OF TREATMENT EFFECT
CI is important because it gives an idea about how precise an
estimate is. The width of the interval indicates the precision
of the estimate. The wider the interval, the less the precision.
A very wide interval may indicate that more data should be
collected before anything definite can be said about the
estimate.

APPLYING RESULTS TO YOUR OWN PATIENTS
An important concept of EBM is that clinicians should make
decisions about whether the valid results of a study are
applicable to their patients. The fact that good evidence is
available on a particular asthma treatment does not
necessarily mean that all patients with asthma can or should
be given that treatment. Some of the issues one needs to
consider before deciding whether to incorporate a particular
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piece of research evidence into clinical practice are briefly
discussed below.

Are the participants in the study similar enough to my
patients?
If a particular drug has been found to be effective in adults
with meningitis in the USA, you need to decide whether
there is any biological, geographical, or cultural reason why
that particular drug will not be effective in children with
meningitis in the United Kingdom.

Do the potential side effects of the drug outweigh the
benefits?
If a particular treatment is found to be effective in an RCT,
you need to consider whether the reported or known side
effects of the drug may outweigh its potential benefits to your
patient. You may also need to consider whether an individual
patient has any potential co-morbid condition which may
alter the balance of benefits and risks. In such a situation,
you may, after consultation with the patient or carers, decide
not to offer the treatment.

Does the treatment conflict with the patient’s values
and expectations?
Full information about the treatment should be given to the
patient or carers, and their views on the treatment should be
taken into account. A judgement should be made about how
the patient and carers value the potential benefits of the
treatment as against potential harms.

Is the treatment available and is my hospital prepared
to fund it?
There will be no point in prescribing a treatment which
cannot either be obtained in your area of work or which your
hospital or practice is not in a position to fund, for whatever
reason, including cost.

CONCLUSIONS
An RCT is the most rigorous scientific method for evaluating
the effectiveness of health care interventions. However, bias
could arise when there are flaws in the design and manage-
ment of a trial. It is important for people reading medical
reports to develop the skills for critically appraising
RCTs, including the ability to assess the validity of trial

methodology, the magnitude and precision of the treatment
effect, and the applicability of results.
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This review covers the basic principles of systematic
reviews and meta-analyses. The problems associated with
traditional narrative reviews are discussed, as is the role of
systematic reviews in limiting bias associated with the
assembly, critical appraisal, and synthesis of studies
addressing specific clinical questions. Important issues that
need to be considered when appraising a systematic
review or meta-analysis are outlined, and some of the
terms used in the reporting of systematic reviews and meta-
analyses—such as odds ratio, relative risk, confidence
interval, and the forest plot—are introduced.
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H
ealth care professionals are increasingly
required to base their practice on the best
available evidence. In the first article of the

series, I described basic strategies that could be
used to search the medical literature.1 After a
literature search on a specific clinical question,
many articles may be retrieved. The quality of the
studies may be variable, and the individual
studies might have produced conflicting results.
It is therefore important that health care
decisions are not based solely on one or two
studies without account being taken of the
whole range of research information available
on that topic.
Health care professionals have always used

review articles as a source of summarised
evidence on a particular topic. Review articles
in the medical literature have traditionally been
in the form of ‘‘narrative reviews’’ where experts
in a particular field provide what is supposed to
be a ‘‘summary of evidence’’ in that field.
Narrative reviews, although still very common
in the medical field, have been criticised because
of the high risk of bias, and ‘‘systematic reviews’’
are preferred.2 Systematic reviews apply scientific
strategies in ways that limit bias to the assembly,
a critical appraisal, and synthesis of relevant
studies that address a specific clinical question.2

THE PROBLEM WITH TRADITIONAL
REVIEWS
The validity of a review article depends on its
methodological quality. While traditional review
articles or narrative reviews can be useful when
conducted properly, there is evidence that they
are usually of poor quality. Authors of narrative
reviews often use informal, subjective methods
to collect and interpret studies and tend to be
selective in citing reports that reinforce their
preconceived ideas or promote their own views
on a topic.3 4 They are also rarely explicit about

how they selected, assessed, and analysed the
primary studies, thereby not allowing readers to
assess potential bias in the review process.
Narrative reviews are therefore often biased,
and the recommendations made may be inap-
propriate.5

WHAT IS A SYSTEMATIC REVIEW?
In contrast to a narrative review, a systematic
review is a form of research that provides a
summary of medical reports on a specific clinical
question, using explicit methods to search,
critically appraise, and synthesise the world
literature systematically.6 It is particularly useful
in bringing together a number of separately
conducted studies, sometimes with conflicting
findings, and synthesising their results.
By providing in a clear explicit fashion a

summary of all the studies addressing a specific
clinical question,4 systematic reviews allow us to
take account of the whole range of relevant
findings from research on a particular topic, and
not just the results of one or two studies. Other
advantages of systematic reviews have been
discussed by Mulrow.7 They can be used to
establish whether scientific findings are consis-
tent and generalisable across populations, set-
tings, and treatment variations, or whether
findings vary significantly by particular sub-
groups. Moreover, the explicit methods used in
systematic reviews limit bias and, hopefully, will
improve reliability and accuracy of conclusions.
For these reasons, systematic reviews of rando-
mised controlled trials (RCTs) are considered to
be evidence of the highest level in the hierarchy
of research designs evaluating effectiveness of
interventions.8

METHODOLOGY OF A SYSTEMATIC
REVIEW
The need for rigour in the preparation of a
systematic review means that there should be a
formal process for its conduct. Figure 1 sum-
marises the process for conducting a systematic
review of RCTs.9 This includes a comprehensive,
exhaustive search for primary studies on a
focused clinical question, selection of studies
using clear and reproducible eligibility criteria,
critical appraisal of primary studies for quality,
and synthesis of results according to a predeter-
mined and explicit method.3 9

WHAT IS A META-ANALYSIS?
Following a systematic review, data from indivi-
dual studies may be pooled quantitatively and
reanalysed using established statistical meth-
ods.10 This technique is called meta-analysis. The

Abbreviations: RCT, randomised controlled trial
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rationale for a meta-analysis is that, by combining the
samples of the individual studies, the overall sample size is
increased, thereby improving the statistical power of the
analysis as well as the precision of the estimates of treatment
effects.11

Meta-analysis is a two stage process.12 The first stage
involves the calculation of a measure of treatment effect with
its 95% confidence intervals (CI) for each individual study.
The summary statistics that are usually used to measure
treatment effect include odds ratios (OR), relative risks (RR),
and risk differences.
In the second stage of meta-analysis, an overall treatment

effect is calculated as a weighted average of the individual
summary statistics. Readers should note that, in meta-
analysis, data from the individual studies are not simply
combined as if they were from a single study. Greater weights
are given to the results from studies that provide more
information, because they are likely to be closer to the ‘‘true
effect’’ we are trying to estimate. The weights are often the
inverse of the variance (the square of the standard error) of
the treatment effect, which relates closely to sample size.12

The typical graph for displaying the results of a meta-analysis
is called a ‘‘forest plot’’.13

The forest plot
The plot shows, at a glance, information from the individual
studies that went into the meta-analysis, and an estimate of
the overall results. It also allows a visual assessment of the
amount of variation between the results of the studies
(heterogeneity). Figure 2 shows a typical forest plot. This
figure is adapted from a recent systematic review and meta-
analysis which examined the efficacy of probiotics compared
with placebo in the prevention and treatment of diarrhoea
associated with the use of antibiotics.14

Description of the forest plot
In the forest plot shown in fig 2, the results of nine studies
have been pooled. The names on the left of the plot are the
first authors of the primary studies included. The black
squares represent the odds ratios of the individual studies,

and the horizontal lines their 95% confidence intervals. The
area of the black squares reflects the weight each trial
contributes in the meta-analysis. The 95% confidence
intervals would contain the true underlying effect in 95% of
the occasions if the study was repeated again and again. The
solid vertical line corresponds to no effect of treatment
(OR=1.0). If the CI includes 1, then the difference in the
effect of experimental and control treatment is not significant
at conventional levels (p.0.05).15 The overall treatment effect
(calculated as a weighted average of the individual ORs) from
the meta-analysis and its CI is at the bottom and represented
as a diamond. The centre of the diamond represents the
combined treatment effect (0.37), and the horizontal tips
represent the 95% CI (0.26 to 0.52). If the diamond shape is
on the Left of the line of no effect, then Less (fewer episodes)
of the outcome of interest is seen in the treatment group. If
the diamond shape is on the Right of the line, then moRe
episodes of the outcome of interest are seen in the treatment
group. In fig 2, the diamond shape is found on the left of the
line of no effect, meaning that less diarrhoea (fewer
episodes) was seen in the probiotic group than in the placebo
group. If the diamond touches the line of no effect (where the
OR is 1) then there is no statistically significant difference
between the groups being compared. In fig 2, the diamond
shape does not touch the line of no effect (that is, the
confidence interval for the odds ratio does not include 1) and
this means that the difference found between the two groups
was statistically significant.

APPRAISING A SYSTEMATIC REVIEW WITH OR
WITHOUT META-ANALYSIS
Although systematic reviews occupy the highest position in
the hierarchy of evidence for articles on effectiveness of
interventions,8 it should not be assumed that a study is valid
merely because it is stated to be an systematic review. Just as
in RCTs, the main issues to consider when appraising a
systematic review can be condensed into three important
areas8:

N The validity of the trial methodology.

N The magnitude and precision of the treatment effect.

N The applicability of the results to your patient or
population.

Box 1 shows a list of 10 questions that may be used to
appraise a systematic review in all three areas.16

ASSESSING THE VALIDITY OF TRIAL
METHODOLOGY
Focused research question
Like all research reports, the authors should clearly state the
research question at the outset. The research question should
include the relevant population or patient groups being
studied, the intervention of interest, any comparators (where
relevant), and the outcomes of interest. Keywords from the
research question and their synonyms are usually used to
identify studies for inclusion in the review.

Types of studies included in the review
The validity of a systematic review or meta-analysis depends
heavily on the validity of the studies included. The authors
should explicitly state the type of studies they have included
in their review, and readers of such reports should decide
whether the included studies have the appropriate study
design to answer the clinical question. In a recent systematic
review which determined the effects of glutamine supple-
mentation on morbidity and weight gain in preterm babies
the investigators based their review only on RCTs.17

State objectives of the review and outline eligibility criteria

Comprehensively search for trials that seem to meet
eligibility criteria

Tabulate characteristics of each trial identified and assess its
methodological quality

Apply eligibility criteria and justify any exclusions

Assemble the most comprehensive dataset feasible

Analyse results of eligible RCT's using statistical synthesis of data
(meta-analysis) if appropriate and possible)

Compare alternative analyses if appropriate and possible

Prepare a critical summary of the review, stating aims,
describing materials, and reporting results

Figure 1 Methodology for a systematic review of randomised
controlled trials.9
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Search strategy used to identify relevant articles
There is evidence that single electronic database searches lack
sensitivity and relevant articles may be missed if only one
database is searched. Dickersin et al showed that only 30–80%
of all known published RCTs were identifiable using
MEDLINE.18 Even if relevant records are in a database, it
can be difficult to retrieve them easily. A comprehensive
search is therefore important, not only for ensuring that as
many studies as possible are identified but also to minimise
selection bias for those that are found. Relying exclusively on
one database may retrieve a set of studies that are
unrepresentative of all studies that would have been
identified through a comprehensive search of multiple
sources. Therefore, in order to retrieve all relevant studies
on a topic, several different sources should be searched to
identify relevant studies (published and unpublished), and
the search strategy should not be limited to the English
language. The aim of an extensive search is to avoid the
problem of publication bias which occurs when trials with
statistically significant results are more likely to be published
and cited, and are preferentially published in English
language journals and those indexed in Medline.
In the systematic review referred to above, which

examined the effects of glutamine supplementation on

morbidity and weight gain in preterm babies, the authors
searched the Cochrane controlled trials register, Medline, and
Embase,17 and they also hand searched selected journals,
cross referencing where necessary from other publications.

Quality assessment of included trials
The reviewers should state a predetermined method for
assessing the eligibility and quality of the studies included. At
least two reviewers should independently assess the quality
of the included studies to minimise the risk of selection bias.
There is evidence that using at least two reviewers has an
important effect on reducing the possibility that relevant
reports will be discarded.19

Pooling results and heterogeneity
If the results of the individual studies were pooled in a meta-
analysis, it is important to determine whether it was
reasonable to do so. A clinical judgement should be made
about whether it was reasonable for the studies to be
combined based on whether the individual trials differed
considerably in populations studied, interventions and
comparisons used, or outcomes measured.
The statistical validity of combining the results of the

various trials should be assessed by looking for homogeneity
of the outcomes from the various trials. In other words, there
should be some consistency in the results of the included
trials. One way of doing this is to inspect the graphical
display of results of the individual studies (forest plot, see
above) looking for similarities in the direction of the results.
When the results differ greatly in their direction—that is, if
there is significant heterogeneity—then it may not be wise
for the results to be pooled. Some articles may also report a
statistical test for heterogeneity, but it should be noted that
the statistical power of many meta-analyses is usually too
low to allow the detection of heterogeneity based on
statistical tests. If a study finds significant heterogeneity
among reports, the authors should attempt to offer explana-
tions for potential sources of the heterogeneity.

Magnitude of the treatment effect
Common measures used to report the results of meta-analyses
include the odds ratio, relative risk, andmean differences. If the
outcome is binary (for example, disease v no disease, remission
v no remission), odds ratios or relative risks are used. If the
outcome is continuous (for example, blood pressure measure-
ment), mean differences may be used.

0.37 (0.16 to 0.88)

0.46 (0.18 to 1.18)

1.67 (0.47 to 5.89)

0.22 (0.10 to 0.48)

0.88 (0.22 to 3.52)

0.23 (0.09 to 0.56)

0.58 (0.07 to 4.56)
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0.01

Figure 2 Effect of probiotics on the risk of antibiotic associated diarrhoea.14

Box 1: Questions to consider when appraising a
systematic review16

N Did the review address a clearly focused question?

N Did the review include the right type of study?

N Did the reviewers try to identify all relevant studies?

N Did the reviewers assess the quality of all the studies
included?

N If the results of the study have been combined, was it
reasonable to do so?

N How are the results presented and what are the main
results?

N How precise are the results?

N Can the results be applied to your local population?

N Were all important outcomes considered?

N Should practice or policy change as a result of the
evidence contained in this review?
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ODDS RATIOS AND RELATIVE RISKS
Odds and odds ratio
The odds for a group is defined as the number of patients in
the group who achieve the stated end point divided by the
number of patients who do not. For example, the odds of
acne resolution during treatment with an antibiotic in a
group of 10 patients may be 6 to 4 (6 with resolution of acne
divided by 4 without = 1.5); in a control group the odds
may be 3 to 7 (0.43). The odds ratio, as the name implies, is a
ratio of two odds. It is simply defined as the ratio of the odds
of the treatment group to the odds of the control group. In
our example, the odds ratio of treatment to control group
would be 3.5 (1.5 divided by 0.43).

Risk and relative risk
Risk, as opposed to odds, is calculated as the number of
patients in the group who achieve the stated end point
divided by the total number of patients in the group. Risk
ratio or relative risk is a ratio of two ‘‘risks’’. In the example
above the risks would be 6 in 10 in the treatment group (6
divided by 10 = 0.6) and 3 in 10 in the control group (0.3),
giving a risk ratio, or relative risk of 2 (0.6 divided by 0.3).

Interpretation of odds ratios and relative risk
An odds ratio or relative risk greater than 1 indicates
increased likelihood of the stated outcome being achieved
in the treatment group. If the odds ratio or relative risk is less
than 1, there is a decreased likelihood in the treatment group.
A ratio of 1 indicates no difference—that is, the outcome is
just as likely to occur in the treatment group as it is in the
control group.11 As in all estimates of treatment effect, odds
ratios or relative risks reported in meta-analysis should be
accompanied by confidence intervals.
Readers should understand that the odds ratio will be close

to the relative risk if the end point occurs relatively
infrequently, say in less than 20%.15 If the outcome is more
common, then the odds ratio will considerably overestimate
the relative risk. The advantages and disadvantages of odds
ratios v relative risks in the reporting of the results of meta-
analysis have been reviewed elsewhere.12

Precision of the treatment effect: confidence intervals
As stated earlier, confidence intervals should accompany
estimates of treatment effects. I discussed the concept of
confidence intervals in the second article of the series.8

Ninety five per cent confidence intervals are commonly
reported, but other intervals such as 90% or 99% are also
sometimes used. The 95% CI of an estimate (for example, of
odds ratios or relative risks) will be the range within which
we are 95% certain that the true population treatment effect
will lie. The width of a confidence interval indicates the
precision of the estimate. The wider the interval, the less the
precision. A very long interval makes us less sure about the
accuracy of a study in predicting the true size of the effect. If
the confidence interval for relative risk or odds ratio for an
estimate includes 1, then we have been unable to demon-
strate a statistically significant difference between the groups
being compared; if it does not include 1, then we say that
there is a statistically significant difference.

APPLICABILITY OF RESULTS TO PATIENTS
Health care professionals should always make judgements
about whether the results of a particular study are applicable
to their own patient or group of patients. Some of the issues
that one need to consider before deciding whether to
incorporate a particular piece of research evidence into
clinical practice were discussed in the second article of the
series.8 These include similarity of study population to your
population, benefit v harm, patients preferences, availability,
and costs.

CONCLUSIONS
Systematic reviews apply scientific strategies to provide in an
explicit fashion a summary of all studies addressing a specific
question, thereby allowing an account to be taken of the
whole range of relevant findings on a particular topic. Meta-
analysis, which may accompany a systematic review, can
increase power and precision of estimates of treatment
effects. People working in the field of paediatrics and child
health should understand the fundamental principles of
systematic reviews and meta-analyses, including the ability
to apply critical appraisal not only to the methodologies of
review articles, but also to the applicability of the results to
their own patients.
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A clinical scenario is used to illustrate how the principles
outlined in the previous articles in the series could be
applied to help improve patient care. A practical
demonstration of the art of formulating answerable clinical
questions, finding evidence, critically appraising evidence,
and putting evidence into practice is provided. The
importance of integrating evidence with patient’s
preferences, and taking account of issues such as
availability of interventions, costs, and so on is discussed.
Finally, some of the issues involved in the development of
evidence based policies within clinical teams are outlined.
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CLINICAL SCENARIO
Laura, a 16 year old girl, was diagnosed with
Crohn’s disease 5 years earlier. Her disease was
fairly well controlled in the first few years with
intermittent use of corticosteroids, enteral nutri-
tion, and mesalazine. In the past 6 months,
however, she has been having persistent
symptoms, and despite several courses of
enteral nutrition and steroids together with
immunosuppressive therapy (azathioprine), she
remained quite unwell with bloody diarrhoea,
abdominal pain, and marked weight loss. She
was admitted to hospital with worsening symp-
toms and required treatment with intravenous
steroids, with little benefit. Gastrointestinal
endoscopies and barium imaging at this time
confirmed severe extensive inflammation of the
colon and small bowel. Laura’s disease was
clearly unresponsive to conventional treatment.
Surgery was thought not to be an option because
of the extensive nature of her disease. At one of
their ward rounds, Dr B, specialist registrar in
paediatrics told the consultant paediatrician that
he had recently attended a meeting where he
heard that a drug called infliximab could be
useful in patients with Crohn’s disease unre-
sponsive to conventional treatment. The consul-
tant asked Dr B to look for further evidence on
the effectiveness of infliximab in the induction of
remission in Crohn’s disease. Dr B initially
looked through his main paediatric gastroenter-
ology textbook (published 7 years previously) for
more information on this drug, but found
nothing. He decided to investigate further for
relevant evidence.

FOCUSED CLINICAL QUESTION
Dr B first decided to convert his information
needs into an answerable clinical question. He

had previously received some training in evi-
dence based medicine (EBM) and knew that
clinical questions are best formatted in the PICO
or PIO format to include the Patient’s problem
or diagnosis; the Intervention of interest, as well
as any Comparison intervention (if relevant),
and the Outcome of interest.1

His focused clinical question was therefore
based on the following key elements arising out
of his current information need:

N Patient: a 16 year old girl with active Crohn’s
disease unresponsive to conventional treat-
ment

N Intervention: infliximab

N Comparison: no infliximab

N Outcome: induction of remission

These key elements were used to formulate the
following clinical question:
In a 16 year old girl with active Crohn’s disease

unresponsive to conventional therapy, is infliximab
effective in inducing remission?

SEARCH STRATEGY
As Dr B’s question was about a treatment (an
intervention), he was most interested in obtain-
ing relevant systematic reviews of randomised
controlled trials with or without meta-analysis,
and randomised controlled trials (RCTs). He
searched the following databases to which he
had easy access at his hospital: the Cochrane
database of systematic reviews, and Medline via
PubMed.
Keywords needed for the search were drawn

from the above focused clinical question. These
were: Crohn’s disease or its synonym Crohn
disease; infliximab or its synonyms remicade and
monoclonal antibodies cA2; and remission.
The following search strategy was used to

search the Cochrane database of systematic
reviews from the Cochrane Library (issue 4,
2004), and PUBMED (1966 to present) on the 28
December 2004: (1) Crohn’s disease or Crohn
disease; (2) infliximab or remicade ormonoclonal
antibodies cA2; (3) remission; (4): (1) and (2)
and (3).
To make sure he was not missing any relevant

systematic reviews, he also searched the ‘‘clinical
queries’’ option for systematic reviews in
PUBMED using the search strategy ‘‘infliximab
and Crohn’s disease’’.

Abbreviations: CDAI, Crohn’s disease activity index;
CDEI, Crohn’s disease endoscopic index; EBM, evidence
based medicine; RCT, randomised controlled trial; RR,
relative risk; AR, absolute risk; ARR, absolute risk
reduction; NNT, number needed to treat
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Results of the search
Cochrane library search
One relevant article was found in the Cochrane Database of
Systematic Reviews.2

PubMed search
The main PubMed search initially yielded 125 articles. These
were too many, so he limited the search further to try and
retrieve the most relevant articles. Initially limiting the search
to ‘‘meta-analysis’’, no article was obtained. He then limited
the search to ‘‘randomised controlled trials’’, and 12 articles
were retrieved. A quick glance at the titles or abstracts of
these articles showed that only two of them were potentially
relevant.3 4 The rest were either narrative reviews, case series,
or trials on the use of infliximab for other indications.
However, he realised that the two articles identified had been
incorporated into the systematic reviews identified from the
Cochrane Library search and he decided that there was no
need to collect those articles separately. The ‘‘clinical queries’’
search identified the systematic reviews already retrieved
from the Cochrane library.

Summary of the systematic review
After reviewing a number of articles, the authors of the
systematic review included one RCT that had investigated the
efficacy of infliximab in the induction of remission in Crohn’s
disease.3 In that study, 108 patients (age range 26 to 46 years)
with moderate to severe Crohn’s disease resistant to conven-
tional treatment were recruited from 18 centres in North
America and Europe. They were randomised to receive a single
two hour intravenous infusion of infliximab or placebo.
Outcome measures were ‘‘clinical remission’’ defined as a
Crohn’s disease activity index (CDAI) less than 150 at four
weeks after the infusion, and ‘‘clinical response’’ defined as a
reduction of 70 points or more in the CDAI score at four weeks
after the infusion. In a subgroup analysis of the same study,
changes in Crohn’s disease endoscopic index score (CDEIS)
from baseline after four weeks in a 30 patient subset of the
original cohort, who also underwent colonoscopy before the
infusion and four weeks after infusion, were reported.5

After reviewing the available evidence, the authors of the
systematic review concluded that a single intravenous
infusion of infliximab may be effective for inducing remis-
sion in Crohn’s disease. Based on their review, they
recommended a dose of 5 mg/kg.

CRITICAL APPRAISAL
Dr B assessed the quality of the systematic review using the
critical appraisal checklist published by the Critical Appraisal
Skills Programme (CASP), Oxford, UK.6 A summary of Dr B’s
appraisal is shown below:

Summary of the appraisal
Did the review address a clearly focused question?
The reviewers aimed to evaluate the efficacy of infliximab in
the induction of remission of Crohn’s disease and to
determine adverse events associated with infliximab treat-
ment in Crohn’s disease.

Did the reviewers try to identify all relevant studies?
They searched MEDLINE, EMBASE, the Cochrane central
register of controlled trials from the Cochrane Library, and
the Cochrane Inflammatory Bowel Disease Review Group
specialised trials register. They also hand searched articles
cited in each publication obtained, and contacted leaders in
the field and manufacturers of infliximab to try and obtain
unpublished articles. The search strategy was not limited by
language.

Did the reviewers assess the quality of all studies
included?
The reviewers included one RCT on the effectiveness of
infliximab in the induction of remission in Crohn’s disease.
The methodological quality of the trial was assessed indepen-
dently by two reviewers using the criteria described in the
Cochrane Reviewers’ Handbook7 and the Jadad scale.8 Allocation of
participants to intervention or placebo was random and
allocation concealment was adjudged adequate. Investigators,
all other study personnel, and patients were blinded to
treatment assignments. Data were analysed according to the
intention to treat principle. Although no subgroup analysis
based on colonoscopic findings was prespecified by the authors
of the primary study, they also subsequently reported results for
a 30 patient subset of the original cohort, who also underwent
colonoscopy before and four weeks after infusion.5

I f the result of the study has been combined, was it
reasonable to do so?
As only one RCT was found on the use of infliximab in CD, no
meta-analysis was undertaken.

What are the main results and how precise are the
main results?
As stated earlier, outcome measures of the primary study
were ‘‘clinical remission’’ defined as a Crohn’s disease
activity index (CDAI) less than 150 at four weeks after the
infusion, and ‘‘clinical response’’ defined as a reduction of 70
points or more in the CDAI score at four weeks. The authors
of the systematic review reported their main results in
relative risks (RR) and their 95% confidence intervals (CI).
Four weeks after the infusion, 27 of 83 patients in the
infliximab group v 1 of 25 patients in the placebo group were
in remission (RR=8.1 (95% CI, 1.2 to 56.9)). Fifty four of 83
patients in the infliximab group v 4 of 25 in the placebo
achieved clinical response (RR=4.1 (1.6 to 10.1)).
Dr B decided to also express the results on clinical

remission (which he considered to be the most important
outcome) in terms of absolute risk (AR) measures.9 Based on
data in the article, he calculated the AR of achieving clinical
remission for patients receiving infliximab as 27/83=0.325
or 32.5%, and the AR of achieving remission for patients
receiving placebo as 1/25=0.04 or 4%. Thus the absolute risk
reduction (ARR) or risk difference with regard to the
achievement of clinical remission is (0.325 – 0.040) or
0.285=28.5%. This means that in the study, receiving
infliximab increased a patient’s chance of going into
remission by 28.5%. Dr B also felt that it would be necessary
to express the results in a more user friendly way by
calculating the number needed to treat (NNT) which, in this
context, is defined as the number of patients who need to
receive infliximab in order to achieve remission in one of
them. The concept of NNTs has been discussed elsewhere.9 Dr
B calculated the NNT as the reciprocal of the ARR or risk
difference, and this was 1/0.285 or 3.5. This means that in the
population studied, about four people with Crohn’s disease
unresponsive to conventional treatment needed to receive
infliximab in order to get one of them into remission.
Dr B was, however, aware that because the study was

undertaken in a different population, he might not be able to
extrapolate the calculated ARR or NNT directly to his own
population, as these measures are dependent on baseline
risk.9 The calculated ARR or NNT apply only to populations
whose baseline risk (the risk of going into remission without
infliximab) is similar to the study population. He would be
able calculate an ARR for his population using the relative
risk figures if he knew the baseline risk of his population,9

but no such local data on this were available.
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In the subgroup analysis of patients who also underwent
endoscopy, mean CDEIS in the infliximab group decreased
significantly from (mean (SD)) 13.0 (7.1) to 5.3 (4.4)
(p,0.001). No significant change in mean CDEIS was observed
in the placebo group (changed from 8.4 (6.3) to 7.5 (5.4)).
Changes in CDEIS showed a significant correlation with
changes in the CDAI (r=0.56, p=0.002).

Were other important outcomes considered?
The review considered both efficacy and adverse events of
treatment. The authors commented that the short term
adverse effects observed with infliximab were, in most cases,
not very different from those observed with placebo, but the
sample sizes of the primary studies may not have been
adequate to detect any increased risk in adverse events in
patients receiving infliximab. The follow up period was also
probably too short to allow adequate assessment of potential
long term adverse events.
Despite the findings of the systematic review, Dr B was

aware from his reading that adverse events reported for
infliximab in case reports and case series included infusion
reactions, infections, and headaches. Other members of the
medical team also mentioned that there had been recent case
series that have described a potential association between
infliximab use and serious adverse events such as tubercu-
losis and lymphoma in adult patients.

Are the results of the systematic review applicable to
my patient?
The primary study recruited patients from Europe and North
America and the main inclusion criterion was active Crohn’s
disease unresponsive to conventional treatment. The age range
of participants was 26 to 46 years. Dr B could not see any
biological reason why a drug effective in a 26 year old with
Crohn’s disease would not be so in a 16 year old. The study had
defined ‘‘active disease’’ as a CDAI between 220 and 400. In
order to be certain that his patient satisfied this condition, he
estimated a CDAI for her and it was 300, which was within the
range. He was therefore satisfied that his patient could
reasonably be considered to be fairly similar to the participants
of the study. Because of the reports of infliximab triggering the
development of tuberculosis, Dr B screened Laura for evidence
of latent tuberculosis by performing a chest x ray and a
Mantoux test, the results of which were unremarkable.

GETTING EVIDENCE INTO PRACTICE
Availability and cost
At this stage, based on Laura’s condition, the clinical team’s
judgement and the available evidence, Dr B was convinced
that Laura might benefit from infliximab. He was not sure
whether the drug was available from the hospital’s phar-
macy. He approached the pharmacy department for advice.
He was told they did not have it in stock but would order it if
they got approval from the hospital’s medicines management
committee. A single dose of infliximab for his patient would
cost about £1400 and, depending on her response, she might
need further infusions in the future. The chairman of the
committee was initially hesitant to approve the use of the
medicine because of its cost and the possibility of other
physicians demanding it once it was used on one patient. Dr
B subsequently contacted him and provided him with more
information about the patient’s condition and the available
evidence. The chairman was convinced about the weight of
the evidence and gave his approval.

Patient preferences
Laura and her parents were approached and given full details
about the drug and its potential side effects. They asked a
number of pertinent questions, mainly on side effects and
availability of other options. Laura in particular was keen to

know whether this medicine would allow her to be
discharged from hospital, to go back to school, and to go
on holidays. They were not unduly worried about the
reported side effects and were keen to try infliximab.

Outcome
She received a single dose of intravenous infliximab at a dose
of 5 mg/kg. Within a week, her condition had improved
dramatically and all her symptoms had begun to settle and
her appetite had improved considerably. She was then
discharged home. When she was reviewed in clinic three
weeks later, she was extremely well and her symptoms had
completely settled. No side effects had occurred. She also
reported significant improvements in her quality of life as she
was going out more, and in her own words ‘‘doing what
normal teenagers do’’.

Evidence based policy
Following Laura’s treatment the multidisciplinary team of
consultants, junior doctors, nurses, and pharmacist had a
meeting to decide on a policy for future infliximab usage.
They agreed to task Dr B and another senior paediatric
registrar to search the literature further, particularly for
articles on children. Further searches identified no paediatric
RCTs that had compared the effectiveness of infliximab with
either placebo or another treatment. However, several
paediatric case reports and case series were found which
had suggested that infliximab might be effective in children
and adolescents with Crohn’s disease who are unresponsive
to conventional treatment. One recent study of 21 children
suggested that infliximab may be safe and effective as short
term treatment of medically refractory moderate to severe
Crohn’s disease in a paediatric population.4

Based on the overall evidence from the medical literature,
the team had extensive discussions with hospital managers,
patient/parent groups, and pharmacists. Issues such as
potential benefits versus potential harms, costs, patient
preferences, and availability of alternatives were discussed.
Following the discussions, an agreement was reached to
consider treating patients with moderate to severe active
Crohn’s disease unresponsive to conventional treatment
(enteral nutrition, mesalazine, steroids, and immunosup-
pressive agents) with a single two hour infusion of infliximab
(5 mg/kg). Because of the potential risk of infliximab
activating latent tuberculosis, the team agreed to screen
patients for latent tuberculosis with a chest x ray and a
Mantoux test before infliximab infusion.
A policy statement which included an assessment of the

problem, a review of the evidence on infliximab, analysis of
the evidence, and estimation of benefits and harms, assess-
ment of patient preferences, and assessment of costs was
written up. The team agreed to review the effectiveness of the
policy continuously, and to update the policy in a year’s time
based on any changes in evidence, expected outcomes,
alternative treatments, costs, or patient preferences.

DISCUSSION
Integrating available evidence, clinical expertise, and
patient’s preferences into the care of this patient was very
useful and turned out to be beneficial for the patient. The
clinical team were initially ‘‘overfocused’’ on the traditional
treatments for Crohn’s disease and did not consider the
possibility of newer effective treatments until Dr B drew
attention to the possibility of using infliximab. The acquired
knowledge of evidence based practice equipped Dr B with the
willingness and skill to search for evidence on this drug and
having found it to apply it to the patient, taking into
consideration her preferences and the availability and cost of
the drug.
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The practice of EBM involves a process of life long, self
directed learning in which caring for patients creates the
need for important information about clinical and other
health care issues. Traditionally, the forum for training in
critical appraisal has been the ‘‘journal club’’, but while such
clubs have been shown to improve reading habits3 and
confidence in appraising the medical literature,4 they may not
improve the application of knowledge to clinical decision
making or improve knowledge in a sustained fashion.5 The
traditional journal clubs may be unsuitable for teaching
evidence based decision making because of their exclusive
focus on critical appraisal. Furthermore, they usually present
EBM as an abstract exercise rather than an integral part of
the flow of patient care.13 The traditional journal clubs of
clinical teams should be adapted by incorporating the five
step EBM model1 including the formulation of answerable
clinical questions, searching for evidence, critical appraisal,
applicability of evidence, and evaluation of performance into
the process of answering day to day clinical questions in
order to make these skills more useful to everyday practice.
The questions should reflect ‘‘real world’’ constraints faced by
the busy clinician and should arise from actual patient care
issues. The development and structure of such an EBM
journal club has been discussed elsewhere.13 14

The practice and teaching of EBM should be part of the day
to day care of patients. When they are built into our ward
rounds, outpatient clinics, departmental clinical meetings,
and so on, they can allow the whole clinical team to develop
an evidence based approach to clinical decision making.
Developing the ability to access information from the medical
literature, critically appraising it, and applying it to patient
care requires skills that need to be taught. Most practising
paediatricians were not taught these skills in medical school.
EBM training will provide child health professionals with the
tools needed to overcome some of the common barriers they

face when trying to use published reports to help solve
patient problems.
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