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First, I would like to extend my gratitude to the authors for inviting me to write this
preface to this ankylosing spondylitis monograph. This monograph is a landmark in the history
of the development of rheumatology in China. It is an honour for me to precede the contents to
introduce to the readers the quality of some of the authors as well as to the general concept of
ankylosing spondylitis.

The editor and author of this monograph, Professor Huang Feng started to focus his career
on ankylosing spondylitis almost thirty years ago. His first project at that time was to generate
mice transgenic with HLA-B27 to study the pathogenesis of ankylosing spondylitis. Subsequently
he became immerged into the international forefront of ankylosing spondylitis in the University
of California at Los Angeles. After three years, he returned to become the chief of Rheumatology
at the Chinese PLA General Hospital. Since then, his rheumatology department has become one
of the most distinguished one in China, especially for the research and treatment of ankylosing
spondylitis. Two members of his department, Yang Chunhua and Zhu Jian also spent two
years in the University of California at Los Angeles, and generated considerable research
accomplishment. They are also authors of several chapters in this monograph.

Much of the research of the team of Professor Huang Feng has focused on the therapeutics
of ankylosing spondylitis. He pioneered clinical trials of biologics in ankylosing spondylitis, and
validated their usefulness in patients in China. Although biologics are very useful in ankylosing
spondylitis, the enormous expense involved forms a barrier for most patients in China. That
is why one of his most distinguished contributions is to advocate the use of thalidomide in
ankylosing spondylitis. This is a drug which is affordable to most patients in China. He was
the first to generate a large open study. This was published in the very prestigious journal
Arthritis & Rheumatism. I understand that he is currently carrying out a placebo controlled study
to understand the exact degree of effectiveness. Professor Huang has published innumerable
outstanding papers on ankylosing spondylitis, and has been invited to all important meetings
in that field. For being a distinguished and recognized scholar in ankylosing spondylitis,
Professor Huang has been elected to be a member of the Assessment of Spondylitis International
Society (ASAS) and a member of her advisory board. This society is responsible for generating
classification criteria and guidelines. Indeed, Professor Huang is one of the authors of the
recently published guidelines on axial as well as peripheral spondyloarthritis. These criteria are
the current gold standard for recruiting patients into research studies.

This monograph is about ankylosing spondylitis. So, what is ankylosing spondylitis?
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Although it is a disease which attacked even one of the Pharaohs in as long ago as ancient Egypt,
ankylosing spondylitis was not recognized by clinicians until the late 19™ century. The German
neurologist Ernst Adolf Gustav Gotfried von Strumpell described it in his textbook of medicine in
1884, and the French neurologist Marie Pierre described several classical cases in 1899. Another
pioneer is von Bechterew, although his early description does not exist anymore. Even now,
ankylosing spondylitis is still sometimes referred to as Bechterew or Marie-Strumpell disease.
Ankylosing spondylitis was mistakenly considered to be a form of rheumatoid arthritis even in
mid 20™ century. The first classification criteria for ankylosing spondylitis were published in
1961. I think it was in 1973 with the discovery of the linkage between the HLA-B27 and the
disease that clearly and convincingly distinguish. ankylosing spondylitis as an entity in itself, and
ushered in the modern era of understanding ankylosing spondylitis.

So what is the definition of “ankylosing spondylitis”? To understand this, we need to go
back to Gongsun Long and his famous paradox “White horse may not be a horse”. We can give
a definition to the species “horse”, but each “horse” is unique in itself and does not exhibit all
the characteristics of the species. The same difficulty challenges us in ankylosing spondylitis.
Specialists in ankylosing spondylitis has attempted since 1961 to generate a definition for the
disease. These are called “classification criteria”. But none of the classification criteria, including
the most recent ones, do not carry sufficiently high sensitivity and specificity to be diagnostic
criteria. That means if we use these criteria for diagnosis, we will omit certain patients with
ankylosing spondylitis, and we will also misdiagnose certain patients who do not have ankylosing
spondylitis. This restraint applies to all the information provided in this monograph. All the data
have been derived from classification criteria, and contain a certain degree of error depending on
the sensitivity and specificity of the criteria being used.

Astute readers will now ask whether there is a golden set of criteria for ankylosing
spondylitis. In actuality, all the classification criteria have been generated by statistical
compilation of 'a large number of ankylosing spondylitis and control patients. During this
statistical evaluation, whether a particular patient is defined as having ankylosing spondylitis
or not depends totally on whether the investigator in charge of that particular patient considers
whether that patient has ankylosing spondylitis. This type of definition about individual patient is
called “expert opinion”. The final classification criteria generated are then statistical compilation
of these “expert opinions”. There are certain obvious pitfalls in this process. The first is that a
patient who is being considered as having ankylosing spondylitis by one expert might not be
considered as one by another expert. The more investigators there are in the study, the more
disagreement will exist. This is never taken into consideration during the statistical evaluatton.
The second pitfall is that a patient who is considered by an expert as having ankylosing
spondylitis might eventually develop a clinical involvement which would change the opinion of
the same expert. This is a pitfall which affects all research studies which are cross-sectional and
not longitudinal. That is why one should clearly understand the differences between classification
criteria and diagnostic criteria.

There are very few physicians in China who are internationally qualified as “experts” in
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ankylosing spondylitis. What approach should the non-experts Chinese physician take in deciding
whether a particular patient has ankylosing spondylitis or not? There are no studies in China
abut the state of knowledge on ankylosing spondylitis to provide guidance. Having been in close
association with Chinese rheumatologists for many years, and actually practicing in China for the
past two years, this author would like to make several recommendations.

My first recommendation is that the diagnosis of ankylosing spondylitis should be made
by a rheumatologist. Although the first cases of ankylosing spondylitis were described by
neurologists in the 19" century, modern medicine has clearly defined the disease as a rheumatic
disease. My second recommendation is that some of the patients can be diagnosed by intuition
based on the general rheumatology training that a rheumatologist in China would have received.
These patients who can be diagnosed by intuition are those who have fused sacroiliac joints and
bamboo spine by plain radiographs, and who have persistent spinal pain in early age. There is
a high likelihood that these patients will also be diagnosed as having ankylosing spondylitis by
experts. What are difficult are those patients with early onset disease who have spinal pain but do
not have radiographic signs. My recommendation, which is the third recommendation, is to take
two approaches. One approach is to ask whether it will make any difference in treatment if you
can give an irrefutable diagnosis of ankylosing spondylitis. Many ankylosing spondylitis, like
most patients with mechanical low back pain, do not need more treatment other than NSAIDs .
and exercises. If making a firm diagnosis will not affect the choice of treatment, then not making
a firm diagnosis is acceptable. However, if making a firm diagnosis will lead you into using
biologics or other modalities of treatment not used for mechanical low back pain patients, the
degree of accuracy of your diagnosis will play a critical role. In these circumstances, we will
need an approach not based on your intuition. The best approach will be to develop yourself
into as much an expert as possible. One quality of most “experts” is to master a large amount of
information about ankylosing spondylitis derived from primary publications. This is probably an
indispensable quality of an expert. No one can claim to be an expert in ankylosing spondylitis
without critically reading all the important primary publications in the field. This is a formidable
barrier to almost all rheumatologists in China. An easier approach is to read reviews of primary
publications. Well written reviews not only summarize data derived from primary publications,
but also present them in a systematic and logical manner, and discuss the strength and weakness
of critical publications.

This particular monograph is especially recommendable because review of each area of
ankylosing spondylitis is authored by experts. It is written in Chinese to remove any language
barrier, and attempts to analyze the primary data critically to avoid bias. I highly recommend it as
a companion to all theumatologists whose primary language is Chinese.

Other than those who aspire to become experts in the field, I would doubt if a Chinese
rheumatologist would read the present monograph from cover to cover. That indeed is
recommended to all those who aspire to become experts in ankylosing spondylitis. For others, it
will be a document of the stage of knowledge at the time of publication. For most rheumatologists
who will only glance through certain sections of their own interest, I will recommend three
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sections. The first will be on the classification criteria. Although they do not have sufficient
accuracy to become diagnostic criteria, they can still serve as general guidance. The second
will be on imaging. Rheumatologists in China frequently request for CT of the sacroiliac
joints assuming that it has a high degree of accuracy. Not only has this not been validated,
CT involves unacceptable radiation. No rheumatologists outside China request for CT of the
sacroiliac joints as their first choice. The first choice should always be a plain radiograph, and
be read following a scoring system which has been used for at least twenty years already. The
plain radiographs should always be read by the rheumatologists attending the cases. In case, a
rheumatologist request for a CT and MRI, it is generally agreed that the image should be read
by the rheumatologist in charge, and not completely dependent on the report of the radiologist.
This is because reading of CT and MRI involve certain degree of flexibility, so that knowing the
clinical aspects of the patients play a crucial role in the final reading. The third section which I
would recommend to all rheumatologists is the management of ankylosing spondylitis. I have
seen many ankylosing spondylitis patients in China who are not properly managed, because
the attending rheumatologists do not master the information on how to manage the disease. The
section on management should be a guideline for all rheumatologists in China.

Finally, I would like to congratulate all the authors in this monograph for accomplishing a

. major task and showing yourselves to be experts in the field of ankylosing spondylitis.

David Yu
Professor of Medicine
University of California at Los Angeles
April 4, 2011, Qingdao
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HY RS #0 F GE, e RAEH. BR— ik K EZEHTFTAER, HiXKE
WRIREEE R TH SR 45, BEdFEXRRITLHFR, 5 ARAARFAE
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(spondyloarthritis, SpA), ZE R ELUR SpA HIHHH R, I8 SpA HESZT, LAKIXHE
PIR H3L [R) AR 2 AR R

355

(—) BERHM ASRIATX SpA XISER KRS PP KB T F 130 H 55 52 i BEAR,
SpA MBI S —HAEFWUMHE KPS R T . HBRWAINN AS B—HREETY
A S AT A KR i Z IR » Rothschild FEIL R ML A MBAH B B BB IBT SR h KRB T R
UL SpA JW R KR . EXEHARHET — 40, R SpA ZE DR BREI Y+ I KR
EWBEREN S . FR=E T R, RI\ERHLK RN, BEFi%5m 4R SpA?
HAUKIDHR L IEBI7E AT IARSH , Wbttt fn_ BBt B RS R RESa  RE . fR.
S REIBAH LY R ARE AS RAGRA IR A BT, — B AE N NZELES)
VI ABLE A AR IEH AT E ZBIT SR,

EORE N RAT IR FHTFAE A SpAs RIRF ALt AT LB B A TCHT LT AT
T AS FHREIER, FRAREFREABKIRESES, BENEREEHHATIHE 19

1



