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United Health Foundation

9900 Bren Road East
Minnetonka MN 55343

June, 2005
Dear Colleague,

On behalf of United Health Foundation, it is my pleasure to provide you with
the thirteenth edition of the BMJ Publishing Group’s publication Clinical
Evidence Concise. We remain committed to providing clinicians with each
new update of this international source of the best available evidence for
effective health care. It is our opinion that physicians should be supported
in their best efforts to provide quality, safe and appropriate health care to
their patients. From the many letters we receive from physicians across the
nation, we know that Clinical Evidence is effective, not only in improving
patient care, but also in enhancing patient-physician relationships and
facilitating medical education.

As enthusiastic as we are about this thirteenth print version of Clinical
Evidence, we are equally pleased to provide you with free access to the
Internet version which is available at www.clinicalevidence.com/uhf. This
website provides you with useful augmentations to the print version such as
an efficient search tool, complete references, and monthly topic updates.

As a reader of Clinical Evidence, you demonstrate your commitment to the
values of continuing professional development. On behalf of all of us at
United Health Foundation, we thank you for your efforts to provide the best
possible health care to all of your patients.

Sincerely,

B\ Wouw

William W. McGuire, M.D.
Chairman
United Health Foundation



Welcome to Issue 13

Welcome to Issue 13 of Clinical Evidence, the international source of the best
available evidence on the effects of common clinical interventions. Clinical
Evidence summarises the current state of knowledge and uncertainty about the
prevention and treatment of clinical conditions, based on thorough searches and
appraisal of the literature. It is neither a text book of medicine, nor a set of
guidelines. It describes the best available evidence from systematic reviews,
RCTs, and observational studies where appropriate, and if there is no good
evidence it says so. P

DEALING WITH UNCERTAINTY

Clinical Evidence and its sister product for patients, Best Treatments, aim to help
people make informed decisions about which treatments to use. For clinicians and
patients we wish to highlight treatments that work and for which the benefits
outweigh the harms, especially those treatments that may currently be underused. We
also wish to highlight treatments that do not work or for which the harms outweigh the
benefits. Crucially, Clinical Evidence and Best Treatments can help people to distin-
guish between uncertainty due to gaps in the evidence or due to gaps in their own
knowledge.

For the research community, Clinical Evidence and Best Treatments show where more
research is needed—where there are currently no good RCTs or no RCTs that look at
certain groups of people or important patient outcomes. We are pleased to be working
closely with the James Lind Alliance, which is establishing partnerships between patients
and clinicians to identify and prioritise current uncertainties about the effects of
treatments. One important product of this initiative will be the free access Database of
Uncertainties about the Effects of Treatments (DUET).

HOW MUCH DO WE KNOW?

So what can Clinical Evidence tell us about the state of our current knowledge? What
proportion of commonly used treatments are supported by good evidence, what
proportion should not be used or used only with caution, and how big are the gaps in
our knowledge? Of the 2404 treatments covered in this issue, 360 (15%) are rated as
beneficial, 538 (22%) likely to be beneficial, 180 (7%) as trade off between benefits
and harms, 115 (5%) unlikely to be beneficial, 89 (4%) likely to be ineffective or
harmful, and 1122 (47%), the largest proportion, as unknown effectiveness (see figure
1). Dividing treatments into categories is never easy. It always involves a degree of
subjective judgement and is sometimes controversial. We do it because users tell us it
is helpful, but judged by its own rules the categorisation is certainly of unknown
effectiveness and may well have trade offs between benefits and harms. However, the
figures above suggest that the research community has a large task ahead and that
most decisions about treatments still rest on the individual judgements of clinicians
and patients.

WHAT'S NEW

Clinical Evidence is continuously updated, with full literature searches on each topic
every 12 months. Print copies containing the latest version of each topic are published
every six months, and the website is refreshed, with new and updated content, every
month. Before each topic is updated, we thoroughly review the structure of the topic,
including the questions and the treatments covered, with the help of our expert authors
and advisors in the field, to ensure maximum clinical relevance.

© BMJ Publishing Group Ltd 2005



[ Beneficial
[ILikely to be beneficial

Unknown effectiveness

] Likely to be ineffective or harmful
B Uniikely to be beneficial

B Trade off between benefits and harms

The content of Clinical Evidence Issue 13 is a snapshot of all content that was ready for
publication in February 2005. Ten new topics have been added since Issue 12: Common
cold, Angina (stable), Acne, Cervical cancer, Carbon monoxide poisoning, Non-Hodgkin's
lymphoma, Glycaemic control in type 1 diabetes, End stage renal disease, Uncomplicated
malaria and Kidney stones. In addition, 67 chapters have been updated, and by the time this
reaches you more new and updated topics will have been posted on the website (www.clini-
calevidence.com).

The regular updating of Clinical Evidence is now supplemented by BMJ Updates
(www.bmjupdates.com), which provides readable summaries of the best and most
relevant clinical research articles as they are published. You can ask the service to alert
you to valid research in the areas that most interest you. BMJ Updates is a collaboration
between the BMJ Publishing Group and McMaster University and can be accessed free
via the Clinical Evidence website.

INTERNATIONAL REACH

Clinical Evidence has an international circulation, reaching more than a million clinicians
worldwide in seven languages. In the USA, 500 00O clinicians receive copies of the
concise edition thanks to the United Health Foundation. In the UK, the National Health
Service distributes 50 000 copies of the concise edition to clinical staff in England, with
free online access to everyone in England and Wales, and the BMA sends the concise
edition to 10 500 UK medical students once a year. The governments of Norway and New
Zealand now provide everyone in their countries with free online access, and thanks to
the Italian Ministry of Health and the work of the Italian Cochrane Centre, 300 000
doctors in Italy receive a copy of the concise edition in Italian.

Clinical Evidence is available in other non-English language editions. The Spanish
translation (published in collaboration with the Iberoamerican Cochrane Centre and
Legis) now comes in all formats: full, concise and online. The full text is available in
Japanese and Russian (seven broad speciality editions). The concise edition is also
available in German and French.

Finally, Clinical Evidence continues to be available free online to people in developing
countries as part of the HINARI initiative spearheaded by the World Health Organization
and the BMJ Publishing Group. Details of those countries that qualify are available from
the Clinical Evidence website (www.clinicalevidence.com).
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FEEDBACK

Our web-site aims to encourage feedback, all of which we welcome. You can contact us
at CEfeedback@bmijgroup.com, or use the Contact Us button on every page, or contact
the editor on +44 (0)20 7383 6043. We are particularly interested to capture the
clinical questions that first led you to use Clinical Evidence and to what extent your
question was answered. If you have any comments on any of the material in Clinical
Evidence, think that any important evidence has been missed, or have suggestions for
new topics or questions please let us know.

Readers who would like to contribute either as authors or peer reviewers are also

invited to send their CV to mmcneely@bmjgroup.com.
REFERENCES

1.

OO RWN

Clinical Evidence Conciso: La fonte delle migliori prove de efficacia per la pratica clinica. Milan, Italy: Centro Cochrane
Italiano/Editore Italiano/Editore Zadig, 2003.

. Evidencia Clinica. Barcelona, Spain/Bogotd, Colombia: Asociacén Colaboracién Cochrane Iberoamerican/Legis, 2004.
. Clinical Evidence (Japanese edition). Tokyo, Japan: Nikkei Medical, 2004.

Dokazatel'naya meditsina. Moscow, Russia: Media Sphera Publishing Group, 2003.
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A guide to Clinical Evidence Concise

SUMMARY PAGE

Clinical Evidence Concise is an index of the summary information from each chapter in
Clinical Evidence Issue 13. It contains evidence relating to hundreds of therapeutic or
preventative interventions, derived from thousands of original studies, and presents it in
around 600 pages. For each condition, interventions are categorised according to
whether they have been found to be effective or not. The full evidence detail behind these
summaries, including clinical questions, figures, tables, and appendices, are featured
online at www.clinicalevidence.com, along with quantified, referenced, and up to date
information about each condition. The full evidence is also available by subscription to
our full text paper version.

Making summaries involves discarding detail, and users of Clinical Evidence Concise
need to be aware of the limitations of the evidence that is presented. It is not possible
to make global statements that are both useful and apply to every patient or clinical
context that occur in practice. For example, when stating that we found evidence that
a drug is beneficial, we mean that there is evidence that the drug has been shown to
deliver more benefits than harms when assessed in at least one subgroup of people,
using at least one outcome at a particular point in time. It does not mean that the drug
will be effective in all people given that treatment or that other outcomes will be
improved, or even that the same outcome will be improved at a different time after the
treatment.

MEASURE OF TREATMENT EFFECTS

The dilemma is how to present summaries that are useful but not misleading. We have
experimented with providing statements with no numerical information at all, with NNTs
only, with a batch of absolute and relative risks, or with just the odds ratio. Each measure
has its advantages and disadvantages, and not all are available from the included
studies. Quantitative results may be misleading in the absence of discussion of their
precision, reliability, and applicability. In Clinical Evidence Concise, we present non-
numerical information only. Detailed quantitative results are presented online, where we
are able to discuss their interpretation in more detail. Your suggestions on improvements
are welcome.

USING CLINICAL EVIDENCE CONCISE ONLINE

Clinical Evidence Concise is intended to be used as a first point of call when trying
to decide what the options for treatment might be. A detailed exploration of the
evidence will require looking up the detail in the full print version, or on Clinical Evidence
online. The electronic versions link, whenever possible, to abstracts of the original
research in PubMed or published online versions. In this way, Clinical Evidence is also
designed to act as a pointer, connecting the clinician rapidly to the relevant original
evidence.

INDEX PAGE

Each topic online contains an index page listing interventions within their assigned
categories of whether they have been found to be effective or not. Key messages
summarising the evidence for each intervention are listed below the categorisation table.
The full evidence detail supporting the categorisation, consisting of the question, a
summary statement, benefits, harms, and a comment can be accessed by a hyperlink
from the categorisation table. We would value your feedback on the presentation of
interventions in future issues.
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CATEGORISATION

We have developed these categories of effectiveness from one of the Cochrane
Collaboration’s first and most popular products, A guide to effective care in pregnancy
and childbirth.* The categories are explained in the table below.

Categorisation of treatment effects in Clinical Evidence

Beneficial Interventions for which effectiveness has been demonstrated by
clear evidence from RCTs, and for which expectation of harms is
small compared with the benefits.

Likely to be beneficial Interventions for which effectiveness is less well established than
for those listed under ‘beneficial’.

Trade off between Interventions for which clinicians and patients should weigh up the

benefits and harms beneficial and harmful effects according to individual
circumstances and priorities.

Unknown effectiveness Interventions for which there are currently insufficient data or data
of inadequate quality.

Unlikely to be beneficial Interventions for which lack of effectiveness is less well
established than for those listed under ‘likely to be ineffective or
harmful’.

Likely to be ineffective or Interventions for which ineffectiveness or harmfulness has been

harmful demonstrated by clear evidence.

Fitting interventions into these categories is not always straightforward. For one
thing, the categories represent a mix of several hierarchies: the level of benefit (or
harm), the level of evidence (RCT or observational data), and the level of certainty
around the finding (represented by the confidence interval). Another problem is that
much of the evidence that is most relevant to clinical decisions relates to comparisons
between different interventions rather than to comparison with placebo or no interven-
tion. Where necessary, we have indicated the comparisons. A third problem is that
interventions may have been tested, or found to be effective, in only one group of
people, such as those at high risk of an outcome. Again, we have indicated this where
possible. But perhaps most difficult of all has been trying to maintain consistency
across different topics. We are working on refining the criteria for putting interventions
under each category.

REFERENCES

Full references to the individual studies cited in Clinical Evidence Concise are available
online. References cited in the definition, incidence/prevalence, aetiology/risk factors,
and prognosis sections are listed in the text but are available as hyperlinks from the
equivalent section online.

TOPIC GLOSSARY
Topics may contain glossary listings; these are available in full online and can be
accessed from the hyperlinks within the topic.

MAIN GLOSSARY
Words and terms that are used throughout Clinical Evidence are listed in the main
glossary online.

TABLES AND FIGURES
The presence of figures and tables online are flagged up in a similar way to the glossary
with the use of @ for figures and © for tables.
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FEEDBACK
The design of Clinical Evidence Concise will change progressively over the next few years.
We will perform evaluation studies ourselves to measure the relevance of the material
to the questions that are being asked in practice, the ease of use, and to check that
the message extracted from the summary corresponds closely with that intended. If
you have any comments, suggestions, or detect any errors, please let us know at
CEfeedback@bmjgroup.com.

For more information on any of our products or processes, please visit our website at
www.clinicalevidence.com.

REFERENCES

1. Enkin M, Keirse M, Renfrew M, et al. A guide to effective care in pregnancy and childbirth. Oxford: Oxford University
Press, 1998. '

© BMJ Publishing Group Ltd 2005



Welcome to Issue 13
A Guide to Clinical Evidence Concise

Some topics listed here are not printed
in this issue but are available on the
website while awaiting update
(www.clinicalevidence.com).

BLOOD AND LYMPH DISORDERS
Non-Hodgkin's lymphoma

(diffuse large B cell lymphoma) [REM 1
Sickle cell disease 4

CARDIOVASCULAR DISORDERS

Acute myocardial infarction 7
Angina (stable) [EEMH 11
Angina (unstable) web only
Atrial fibrillation (acute) 13
Changing behaviour 17
Heart failure 20
Peripheral arterial disease 24
Primary prevention web only
Secondary prevention of

ischaemic cardiac events web only
Stroke management 27
Stroke prevention 29
Thromboembolism 33
Varicose veins 38
CHILD HEALTH
Absence seizures in children 40
Acute otitis media in children 42
Asthma and other wheezing

disorders in children 45
Attention deficit hyperactivity

disorder in children 51
Bronchiolitis in children 53
Cardiorespiratory arrest in children 55
Constipation in children 57
Croup 59
Depression in children and

adolescents 65
Gastroenteritis in children 68
Gastro-oesophageal reflux in

children 70
Infantile colic 72
Measles: prevention 75
Migraine headache in children 77
Neonatal jaundice 79
Nocturnal enuresis in children 81
Nosebleeds in children 84
Perinatal asphyxia 85
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Reducing pain during blood sampling

in infants 87
Sudden infant death syndrome 90
Urinary tract infection in children 92
DIGESTIVE SYSTEM DISORDERS
Anal fissure (chronic) 96
Appendicitis 98
Cholecystitis (acute) 100
Colonic diverticular disease 102
Colorectal cancer web only
Constipation in adults 104
Gastro-oesophageal reflux disease 107
Helicobacter pylori infection 110
Inguinal hernia 115
Irritable bowel syndrome 121
Pancreatic cancer 123
Stomach cancer 125

EAR, NOSE, AND THROAT DISORDERS

Chronic suppurative otitis media 127
Ear wax 130
Meniére's disease 131
Middle ear pain and trauma

during air travel 133
Otitis externa 134
Otitis media with effusion 136
Seasonal allergic rhinitis 139
Sinusitis (acute) 142
Tinnitus 145
Tonsillitis 147
ENDOCRINE DISORDERS
Diabetic nephropathy 149
Foot ulcers and amputations

in diabetes 155
Glycaemic control in diabetes:

type 1 157
Obesity 161
Prevention of cardiovascular events

in diabetes 165
Primary hypothyroidism 171
EYE DISORDERS
Acute anterior uveitis 173
Age related macular degeneration 175
Bacterial conjunctivitis 178
Cataract 180
Diabetic retinopathy 181
Glaucoma 183
Ocular herpes simplex 186
Trachoma web only



HIV AND AIDS MUSCULOSKELETAL DISORDERS

HIV infection 189  Ankle sprain 315
HIV: mother to child transmission 191  Bunions 317
HIV: prevention of opportunistic Carpal tunnel syndrome 319
infections 193  Chronic fatigue syndrome 323
Pneumocystis pneumonia in Fracture prevention in
people with HIV 198 postmenopausal women 325
Gout 328
Herniated lumbar disc 331
INFECTIOUS DISEASES Hip fracture web only
Amoebic dysentery 201 Legcramps 334
Chickenpox 203  Low back pain (acute) 336
Congenital toxoplasmosis 206  Low back pain (chronic) 339
Dengue fever 208  Neck pain 343
Diarrhoea in adults (acute) 211 Non-steroidal anti-inflammatory
Hepatitis B (prevention) 215 drugs 348
Influenza 218  Osteoarthritis web only
Leprosy 220  Plantar heel pain and fasciitis 350
Lyme disease 223  Raynaud’s phenomenon (primary) 353
Malaria: prevention in travellers 226  Rheumatoid arthritis web only
Malaria: severe, life threatening 231  Shoulder pain 355
Malaria: uncomplicated, caused by Tennis elbow 358
Plasmodium falciparum 234
Meningococcal disease 238
Postherpetic neuralgia 241 NEUROLOGICAL DISORDERS
Tuberculosis 244 Altitude sickness 360
Bell’s palsy web only
Epilepsy 362
KIDNEY DISORDERS Essential tremor 365
End stage renal disease [KETH 247  Headache (chronic tension type) web only
Kidney stones IKET 250 Migraine headache 368
Renal failure (acute) 254  Multiple sclerosis 371
Parkinson's disease 374
Trigeminal neuralgia 378
MEN'’S HEALTH
Benign prostatic hyperplasia 259 ORAL HEALTH
Chronic prostatitis 261 pphthous ulcers (recurrent) 380
Erectile dysfunction ) 264 Byrning mouth syndrome 382
Prostate cancer (metastatic) webonly  cangidiasis (oropharyngeal) 384
Prostate cancer (non-metastatic) 266  Halitosis 387
Varicocele 269  |mpacted wisdom teeth 389
MENTAL HEALTH PERIOPERATIVE CARE
Anorexia nervosa 271  Postoperative pulmonary infections 390
Bipolar disorder 274
Bulimia nervosa 279
Deitwares seif ham ggrlbso?\Nr::goxide isonin
(and attempted suicide) 283 poisening

(acute) 392

Dementia 286 e

. ) Organophosphorus poisoning (acute) 396
Depressive disorders 291 paracetamol (acetaminophen)
Genera!lsed anX|ety_ dlsqrder 298 poisoning 399
Obsessive compulsive disorder 301
Panic disorder 304
Post-traumatic stress disorder 306 PREGNANCY AND CHILDBIRTH
Schizophrenia 310 Ectopic pregnancy 401
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Nausea and vomiting in early

pregnancy 403
Perineal care 406
Postnatal depression 410
Pre-eclampsia and hypertension 413
Preterm birth 417
RESPIRATORY DISORDERS (ACUTE)
Bronchitis (acute) 421
Common cold 423
Community acquired pneumonia 425
Sore throat 428
Spontaneous pneumothorax 430

RESPIRATORY DISORDERS (CHRONIC)

Asthma 432
Bronchiectasis 436
Chronic obstructive pulmonary

disease 438
Lung cancer 442
SEXUAL HEALTH
Bacterial vaginosis 445
Chlamydia (uncomplicated, genital) 448
Genital herpes 451
Genital warts 455
Gonorrhoea 459
Partner notification 461
Pelvic inflammatory disease 463
SKIN DISORDERS
Acne vulgaris 465
Athlete’s foot 470
Atopic eczema web only
Cellulitis and erysipelas 471
Chronic plaque psoriasis 473
Head lice 478
Herpes labialis 479
Malignant melanoma

(non-metastatic) 481
Scabies 483
Seborrhoeic dermatitis 485

Squamous cell carcinoma of the skin

(non-metastatic) 487
Warts 489
Wrinkles 492
SLEEP DISORDERS
Insomnia 495
Jet lag 496
Sleep apnoea 497
WOMEN'’S HEALTH
Breast cancer (metastatic) 500
Breast cancer (non-metastatic) 506
Breast pain 512
Candidiasis (vulvovaginal) 514
Cervical cancer m 518
Domestic violence towards women 520
Dysmenorrhoea 522
Endometriosis 526
Fibroids (uterine myomatosis,

leiomyomas) 529
Genital prolapse 533
Infertility and subfertility 535
Menopausal symptoms 540
Menorrhagia 542
Ovarian cancer 545
Polycystic ovary syndrome 547
Premenstrual syndrome web only
Pyelonephritis in non-pregnant

women 550
Recurrent cystitis in

non-pregnant women 552
Stress incontinence 554
WOUNDS
Bites (mammalian) 558
Burns (minor thermal) 560
Pressure sores 562
Venous leg ulcers 565
Index 569

Appendix 1: Estimating cardiovascular risk

Appendix 2: The NNT
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Non-Hodgkin’s lymphoma (diffuse large B
cell lymphoma)

Search date February 2004

Ellen Roxane Copson

What are the effects of first line treatments for aggressive
non-Hodgkin’s lymphoma (diffuse large B cell
lymphoma)? New

BENEFICIAL

CHOP 21* pew

CHOP 21 is the standard treatment for aggressive non-Hodgkin’s lymphoma (not
including Burkitt's lymphoma) and placebo or no treatment controlled trials would
be considered unethical. Six RCTs identified by two systematic reviews found that
no alternative regimen (MACOP-B, m-BACOD, ProMACE-CytaBOM, or PACEBOM)
was shown to be consistently superior to CHOP 21 in terms of overall survival.
Toxicity was generally similar with the different regimens.

CHOP 14 New

We found one RCT comparing CHOP 21 with CHOP 14 in people aged 18-60 years
with good prognosis aggressive lymphoma and a second RCT comparing CHOP 21
with CHOP 14 in people aged 6175 years with aggressive lymphoma. The RCT in
younger people found no significant difference between CHOP 14 and CHOP 21 in
complete response rates or 5 year event free survival. However, overall 5 year
survival was higher with CHOP 14. The RCT in older people found that CHOP 14
improved complete response rate, 5 year event free survival, and overall survival
compared with CHOP 21.. Toxicity was similar with CHOP 14 and CHOP 21 in both
studies.

CHOP 21 plus rituximab (increased survival compared with CHOP 21
alone) New

One RCT found that in people aged 60-80 years with stage II-IV disease, CHOP 21
plus rituximab reduced events and death compared with CHOP 21 alone at 2
years.

Short schedule CHOP 21 plus adjuvant radiotherapy (increased survival
compared with longer schedule CHOP 21 alone) Vew

One RCT found that short schedule CHOP 21 plus adjuvant radiotherapy improved
5 year progression free survival and overall survival compared with longer schedule
CHOP 21 alone. Longer schedule CHOP 21 alone increased the risk of congestive
heart failure, and slightly increased the risk of myelosuppression, although this

increase was not significant. b
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Non-Hodgkin’s lymphoma (diffuse large B cell lymphoma)

What are the effects of treatments for relapsed aggressive
non-Hodgkin’s lymphoma (diffuse large B cell
lymphoma)? New

LIKELY TO BE BENEFICIAL

Conventional dose salvage chemotherapy (consensus that treatment

should be given but relative benefits of different regimens unclear)* New
We found no RCTs comparing different conventional dose salvage chemotherapy
regimens (PACEBOM, ESHAR RICE, IVAC) in people with relapsed aggressive
non-Hodgkin's lymphoma. Consensus is that people with relapsed disease should
be treated with salvage chemotherapy. One systematic review identified 22 phase
Il trials of various conventional dose salvage chemotherapy regimens. All regimens
reported similar response rates and no single superior regimen could be identified.

High dose chemotherapy plus autologous transplant stem cell support

(increased survival compared with conventional dose chemotherapy in

people with chemosensitive disease) New
One systematic review identified one RCT comparing high dose chemotherapy plus
autologous bone marrow transplantation with conventional dose chemotherapy in
people with a chemosensitive relapse of aggressive non-Hodgkin's lymphoma. It
found that high dose chemotherapy plus autologous bone marrow transplantation
improved 5 year event free survival and overall survival compared with conven-
tional chemotherapy. We found no RCTs in people in people with chemotherapy
resistant disease.

*Based on consensus.

DEFINITION Non-Hodgkin’s lymphoma (NHL) consists of a complex group of cancers
arising mainly from B lymphocytes (85% of cases) and occasionally from T
lymphocytes. NHL usually develops in lymph nodes (nodal lymphoma) but can
arise in other tissues almost anywhere in the body (extranodal lymphoma).
NHL is categorised according to its appearance under the microscope
(histology) and the extent of the disease (stage). Histology: Since 1966, four
major different methods of classifying NHLs according to their histological
appearance have been published (see table 1)@;see table 2@;see table
3@;see table 4)@. At present, the World Health Organization (WHO)* system
is accepted as the gold standard of classification. The WHO system is based
on the underlying principles of the REAL classification system.? Historically,
NHLs have been divided into slow growing “low grade” lymphomas and fast
growing “aggressive” lymphomas. This chapter deals only with the most
common aggressive NHL — diffuse B cell lymphoma (WHO classification; see
table 1@). Interpretation of older studies is complicated by the fact that
histological methods have changed and there is no direct correlation between
lymphoma types in the WHO and other classification systems. Attempts to
generalise results must therefore be treated with caution. We have however
included some older studies referring to alternative classification methods if
they included people with the following types of aggressive lymphomas, which
overlap substantially with the WHO classification of interest: Working Formu-
lation Classification — primarily intermediate grades (grades E-H; see table
2@);> Kiel classification — centroblastic, Immunoblastic, and anaplastic (see
table 3@)* Rappaport classification — diffuse histiocytic, diffuse lymphocytic
poorly differentiated, and diffuse mixed (lymphocytic and histiocytic; see table
4@).° Stage: NHL has traditionally been staged according to extent of
disease spread using the Ann Arbor system (see table 5@).° The term “early
disease” is used to describe disease that falls within Ann Arbor stage | or II
while “advanced disease” refers to Ann Arbor stage Ill or IV disease. However,
all people with bulky disease, usually defined as having a disease site larger
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