NEWSLETTER OF THE HONG KONG COLLEGE OF PATHOLOGISTS

The Hong Kong College of Pathologists, Incorporated in Hong Kong with Limited Liability

Message from the President

In this issue of the College Newsletter, I am saddened to bring the news to all Members and Fellows that
one of our Honorary Fellows, Professor WU Bing Quan passed away peacefully on 21 June 2020. Professor
WU was a pioneer in the development of Pathology in China. He was one of the first group of scientists
to be sent to the United States for training where he met Professor Joseph CK LEE, Former Dean and
current Honorary Clinical Professor of The Chinese University of Hong Kong. They became good friends
during their time together in the United States and hence Professor WU became associated with our College.
Professor LEE has kindly written an obituary for Professor WU and our College also sends its condolences
to Professor WU's family.

The 15th Trainee Presentation Session, the 28th Annual General Meeting and Conferment Ceremony,
the 28th T.B. TEOH Foundation Lecture and Dinner were successfully held on 23rd November 2019
when the social unrest was quietening down. All attending Members, Fellows and their families enjoyed
a wonderful evening. Professor KWONG Yok Lam, our 28th T.B. TEOH Foundation Lecturer, delivered a
lecture entitled “An amazing journey from micro to macro and back” with a human touch of his interest
in reading science fiction. The winner of the 15th Trainee Presentation Session was Dr. CHENG Hua
Tse Timothy who presented his work on ‘Comprehensive characterization and resolution of eltrombopag
interference on bilirubin measurement’.

The Academies of Medicine for Singapore and Malaysia organised the 53rd Singapore Malaysia Congress
of Medicine in Singapore in January 2020. I attended the Congress as well as the Joint Academy Council
Meeting on behalf of the College. In the Congress Symposium, a fascinating talk on how big data and social
media affects the hierarchical relationship and massive manipulation was presented by Mr. George YEO, the
Former Cabinet Minister of Singapore.

The Topical Update in this issue was on “Liver Injury associated with Immune Checkpoint Inhibitors — An
Update on Clinicopathological Features”, by Dr. LO Cheuk Lam Regina of The University of Hong Kong.

In response to the recent COVID-19 pandemic, Professor LAI Koon Chi Christopher of The Chinese
University of Hong Kong, and Professor Siddharth SRIDHAR of The University of Hong Kong, jointly
published an article on “Coronavirus Diversity and Infection through Host Receptor” in Ming Pao on 7th
April 2020. On 29th April 2020, our College also released a press statement to the general public on the
“Use of Over-the-Counter COVID-19 Test Kits”, explaining the risks associated with false positives and
false negatives of the point-of-care test kits based on IgG and IgM antibodies. Apart from numerous reports
in various newspapers, our College also noted about 40,000 ‘shares’ on social media.

Different parts of College Examinations have been or will be conducted from July to September 2020. It
is challenging to conduct examinations in a pandemic situation, but with the approval from the Academy
Council, Colleges are allowed to conduct examinations using telecommunication technology where
appropriate and possible. I would like to thank our External Examiners, Chief Exammers Deputy Chzef
Examiner and Local Examiners in advance for their tremendous effort in :
making it possible for the College Examinations to be conducted as scheduled. |

Finally, allow me to wish you all ‘good health’ going forward !

Dr CHAN Ho Ming it
President et
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President’s Activities:
The 53rd Singapore Malaysia Congress,

The 53rd Singapore-Malaysia Congress was held on 18th January 2020 in Singapore. It was a
rescheduled meeting after the initial plans for the meeting to be held in Hong Kong in December, were
deferred due to the social situation in Hong Kong at the time.

The meeting was co-organised by the Academy of Medicine, Singapore (AMS) and the Academy of
Medicine of Malaysia (AMM).The Congress was held in conjunction with the AMS’s Induction Comitia, where
Hong Kong Academy of Medicine Vice President (Education and Examinations), Professor Gilberto Leung
appraised the great achievements of the new Fellows admitted by the AMS.

The 24th Gordon Arthur Ransome Oration was delivered by Former Cabinet Minister of Singapore,
Mr George Yeo. In his speech entitled ‘Human Solidarity in a Fragmenting World’, Mr Yeo focused on four
‘Forces’ that result in moral challenges in the world today; namely the social media revolution and how
it has impacted on hierarchical relationships; fragmentation and reconfiguration of human society which
is occurring at all levels from the family to companies to political structures; growing wealth and income
inequality which exacerbates existing class and ethnic divisions in society; and mass manipulation by new

masters of the universe, meaning the way that
big data and the social media are being used to
influence and manipulate the way we think.

The Academies from all three countries
(Singapore, Malaysia and Hong Kong) also took
the opportunity to update each other on their
latest developments at the Joint Council Meeting.
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The 15" Trainee Presentation Session)

The [5th Trainee Presentation Session was successfully held in the afternoon on 23rd November
2019. Four fellows from different Pathology Disciplines were invited to be judges: Dr CHAN Fuk Woo Jasper
(Clinical Microbiology & Infection, Queen Mary Hospital), Dr KWOK Sung Shing Jeffrey (Chemical Pathology,
Prince of Wales Hospital), Dr: SIN Chun Fung Albert (Hematology, Queen Mary Hospital), and Dr.WU Cherry
(Anatomical Pathology, United Christian Hospital). On behalf of the Education Committee, | would like to
express grateful appreciation to our invited judges for spending their Saturday afternoon participating in the
Trainee Presentation Session to provide critical judgements and invaluable comments to our trainees.

The Trainee Presentation Session aims to provide a platform for our trainees to undertake research
study and sharpen presentation skills. A total of |6 trainees took part in this session. | would like to congratulate
all participants for their nice preparation and impressive presentation. Due to time constraints, only 10
participants were nominated to do an oral presentation, while the 6 remaining participants were invited to do
poster presentations. The best presentation was awarded to Dr. CHENG Hua Tse Timothy (Chemical Pathology,
Prince of Wales Hospital). The topic of his presentation was:"Comprehensive characterization and resolution of
eftrombopag interference: A hepatotoxic drug that interferes with bilirubin measurement”. The abstract of his
study was:

A Judges of the /5th Trainee Presentation Session. From left to right: Dr. CHAN Fuk Woo
Jasper, Dr. KWOK Sung Shing Jeffrey, Dr. CHAN Wing Hung Anthony (Vice Chairman of the
Education Committee and Organiser of the Trainee Presentation Session), Dr SIN Chun Fung
Albert, Dr WU Cherry.
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A Chairman of the Education Committee,
Dr LA/ Koon Chi Christopher; presenting
the prize for the Best Presentation to

Dr CHENG Hua Tse Timothy.

Background

Eltrombopag is a thrombopoietin receptor agonist that is increasingly being prescribed in recent years to treat
chronic thrombocytopenic conditions (~260 patients in Hong Kong, 2018). Hepatotoxicity occurs in ~15% of
patients, and the regular biochemical monitoring of liver function is an important part of the follow-up process.
Eltrombopag can cause pH-dependent discoloration of serum and affect the assessment of hyperbilirubinemia
because of its i) absorbance at ~450 nm (bilirubin) 1)) absorbance at ~550 nm (diazo-bilirubin) and iii) it can
cause yellowish discoloration of the eyes at normal circulating bilirubin levels. Depending on which hospital a
patient is followed-up, the serum bilirubin concentration for a single serum sample can vary by more than 8-fold,
up to 64 umol/L, with the true concentration unknown.

Methods
We collected 66 samples from patients on a range of eltrombopag dosages 25- 150 mg daily. Bilirubin was measured
using nine assays including the Reference method (Doumas) and High Performance Liguid Chromatography

(HPLC). Plasma/serum eltrombopag concentrations were determined using Liquid Chromatography Tandem
Mass Spectrometry (LC-MS/MS).

Results

49 of 52 samples from patients on =250 mg daily eltrombopag therapy showed significantly discrepant inter-
analyzer total bilirubin results. There was a positive correlation between total bilirubin difference and plasma
eltrombopag concentration (r=0.679). Spike-in experiments demonstrated that Beckman AU and Doumas
Reference methods were susceptible to positive interference, and that metabolites likely contribute. HPLC
quantified bilirubin after separating eltrombopag, and results demonstrate that different analyzers are affected
to varying degrees by eltrombopag and its metabolites.

Conclusions

% B tions Tong Catece orraiE We are the first to demonstrate which bilirubin assays can accurately

Annual G al Meeting

quantitate bilirubin concentration in patients on eltrombopag therapy,
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and also provided evidence for the first time that metabolites likely
contribute to the interference. Accurate measurement of total
bilirubin -may improve our understanding of the prevalence of
hyperbilirubinemia, and prevent misdiagnosis of hepatotoxicity in
patients on eltrombopag therapy.

The Hong Kong College of Pathologists

\n ( al Meeting




AnnualiGeneraliMeeting;2019)

The 28th Annual General Meeting (AGM) was convened on 23rd November 2019, after
the |5th Trainee Presentation session. In the AGM, Dr. CHAN Ho Ming, Michael was re-elected
as President. Dr. CHAN Chak Lam Alexander and Dr. POON Wai Ming were re-elected as Vice-
Presidents. Dr. MAK Siu Ming was elected as Registrar and Dr. LEUNG Ying Kit was elected as
Deputy Registrar. Dr. CHAN Kui Fat and DrWONG Lap Gate, Michael were elected as Council
Members. Dr. CHEONG Renee Constance Yue-Kew and Dr. LAl Koon Chi Christopher were re-

elected as Council Members.

THE HONG KONG COLLEGE OF
PATHOLOGISTS

3 % The Hong Kong College of Pathologists
B
» ‘ Meeting
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A Council Members of The Hong Kong College of Pathologists 2019-2020:
Front row (from left to right): Dr. LUNG David Christopher; Honorary Treasurer; Dr POON Wai Ming, Vice-President;
Dr: CHAN Ho Ming, Michael, President; Dr. CHAN Chak Lam, Alexander; Vice-President; Dr. MAK Siu Ming, Registrar;

Dr. LEUNG Ying Kit, Deputy Registrar:
Back row (from left to right): Council Members, Dr. LAM Woon Yee, Polly, Dr: LAl Koon Chi, Christopher; Dr. CHAN Kui Fat,

DrWONG Lap Gate, Michael, Dr. LEUNG Yuk Yan, Rock, Dr CHEONG Renee Constance Yue-Kew; Dr: LI Hiu Lui,
Absent with apology: Dr: CHEN Pak Lam, Sammy, Council Member
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Conferment Ceremony

The conferment ceremony admitted 9 Fellows and || Members to the College. Our honourable
guests included Professor Sophia CHAN, Secretary for Food and Health, Food and Health Bureau, Hong
Kong Special Administrative Region (HKSAR); Professor LAU Chak Sing, President, Hong Kong Academy of

Medicine; Dr. the Honorable Pierre CHAN, Legislative Councillor, HKSAR; and Dr: Doris TSE, Cluster Chief
Executive, Kowloon West Cluster; Hospital Authority.

A Professor LAU Chak Sing, President, The Hong Kong Academy of Medicine,
addressing newly admitted Fellows and Members, and the audience.

A Group photo of Stage Party and newly admitted Members and Fellows of The Hong Kong College of Pathologists.
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A Dr. CHAN Wing Chai, Raymond

A D NG WaiYan

A DrWONG Ching Ching, Alice

A  DrWONG Hung Fan
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A Anatomical Pathologists celebrating with their newly admitted Fellows.

V' Haematologists with their graduants.

A President Dr CHAN Ho Ming, with Professor Sophia Chan,
Dr Doris TSE and Vice President, Dr CHAN Chak Lam Alexander:
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TheiiB Teoh Foundation Legture;

The 28th TB. Teoh Foundation Lecture was delivered by Prof. KWONG Yok Lam, Chui Fook-chuen
Professor in Molecular Medicine, Chair of Haematology and Haematological Oncology, Department of Medicine,
The University of Hong Kong. The topic of his lecture was “An amazing journey from micro to macro and back’.

In his lecture, Prof. KWWONG recollected how he practised haematopathology (“micro”) in his early career
and how he discovered oral arsenic trioxide in the treatment of acute promyelocytic leukaemia (APL) when
he returned to the field of clinical haematology (“macro™). Throughout his career as a clinical haematologist,
Prof. KWONG has devoted substantially to the treatment of various haematological malignancies (e.g. APL,
extranodal NK/T cell lymphoma, Hodgkin lymphoma) and increasingly engages in molecular treatments that
target pathways of tumourigenesis. It is this molecular landscape that he eventually found himself back into
“micro”. Prof. KWONG also shared his interest of reading science fictions and referred to various quotations
from Kazuo Ishiguro and Isaac Asimov throughout his lecture, lending a humanistic touch to his scientific
discoveries and research endeavours.

i

A Professor Kwong with fellow Haematologists.
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A College Vice-President and Chairman of The Training and
Examinations Committee, Dr CHAN Chak Lam Alexander;
with Mistress of Ceremonies, Dr TSE Pui Wai Victoria.
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Dr. Regina Lo

Current applications of immune
checkpoint inhibitors

Immune checkpoint inhibitors [ICPI] have been
introduced as a form of targeted therapy for human
cancers.They exert anti-tumor effects by potentiating T cell
functions via removing the inhibitory signals. Programmed
cell death protein | (PD-1) and cytotoxic T-lymphocyte-
associated antigen 4 (CTLA-4) are receptors located on T
cells. Ligand-receptor interactions lead to inhibition of T
cell activation, therefore suppressing T cell activity against
tumor cells . Currently, anti-PD 1/PD- | ligand (PD-L1) and
anti-CTLA-4 are the two major forms of ICPI by exploiting
an antagonistic approach using specific antibodies that
target PD-| and CTLA-4, respectively. Thus far, several ICPls
were
approved by the US Food and Drug Administration for
treating cancers @. Nivolumab and pembrolizumab are
FDA approved frontline anti-PD | agents, while ipilimumab
is an anti-CTLA-4 agent. These drugs are given either alone
or in combination. Currently there are a number of on-
going phase IIl/IV clinical trials with ICPI for various types of
cancers ©,
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Editorial note: Immune checkpoint inhibitors revolutionize the field
of immuno-oncology. They have demonstrated great potential in a wide
range of adult cancers by reaching long-lasting objective responses and
prolonging survival. Through completed and on-ongoing clinical trials, their
indications continue to expand among different cancer types. However,
one of their limitations is immune-related adverse events, which are most
frequently reported in skin, gastrointestinal tract, and endocrine organs.
Immune-related adverse events in liver are less common hepatotoxicity
but still reported up to 4 to 10% of patients receiving immune
checkpoint inhibitors. This Topical Update provides a concise review on
the clinicopathological features of liver injury associated with immune
checkpoint inhibitors. We welcome any feedback or suggestions. Please
direct them to Dr. Anthony Chan (e-mail: awh_chan@alumni.cuhk.net)
of Education Committee, the Hong Kong College of Pathologists. Opinions
expressed are those of the authors or named individuals, and are not
necessarily those of the Hong Kong College of Pathologists.

Liverrinjuny, associated|with) immune;
checkpointjinhibitors,;-.

Anjupdate;on,clinicopathelogicallfeatures

i

Department of Pathology & State Key Laboratory of Liver Research
The University of Hong Kong

Clinical features of hepatotoxicity
associated with ICPI

Despite the encouraging clinical efficacy, adverse
reactions related to ICPl administration have been
observed, among which dermatological, gastrointestinal,
endocrine manifestations were most frequently reported.
These reactions are believed to result from the immune
response elicited toward various organs. A meta-analysis
of |7 studies revealed an increased risk of all-grade
hepatotoxicity with ICPI compared with controls (pooled
OR 4.10; PD-I subgroup 1.94; CTLA-4 501) ©. Among
all immune-related adverse reactions, hepatotoxicity was
observed in a relatively small proportion of cases (up to
4-10%) in most reports 9. Susceptibility of adverse
reactions in the liver appears to be dependent on the
primary cancer, regimen/dose of ICPI, and host factors. It
was reported that patients receiving ICPI for HCC were
at a higher risk of hepatotoxicity in terms of transaminases
levels compared with lung cancer and melanoma (.
Moreover, combination therapy or a higher dose of ICPI
was associated with increased risk of hepatic injury %' 12,



Patients may present with fever and jaundice but can also
be asymptomatic (*'Y. The median time from the first
dose to immune-related hepatoxicity was |4.1weeks (9.4—
19.7) for anti-PD-1, 9.9weeks (6.1-14.7) for anti-CTLA4,
and 2.9weeks for combined therapy (. The biochemical
derangement is usually of a hepatitic or mixed hepatitic/
cholestatic pattern. Radiological findings most of the time
do not offer additional diagnostic information. In general,
hepatotoxicity associated with ICPl is classified according to
Common Terminology Criteria for Adverse Events by the
National Cancer Institute (CTCAE). This system comprises
grades |-5 (with grade 5 being fatal) based on the serum
levels of AST, ALT, ALP GGT and total bilirubin. Having said
that, elevated bilirubin is a less frequent phenomenon than
most forms of drug-induced liver injury.

Histological features of liver injury
associated with ICPI

The commonest histological features of |CPI
- associated hepatotoxicity are lobular hepatitis, portal
lymphoid infiltrates and variable degrees of hepatocytic
necrosis (“'?). A predominant biliary pattern has been
reported but is much less frequently encountered @2,
Cholestasis is not commonly seen, with bland cholestasis
reported in | of |10 cases treated with pembrolizumab
@) Two cases of ICPl-induced hepatitis histologically
presenting with fibrin-ring granulomas have also been
reported . Steatosis is rare. Some histological features
may be more readily observed with the use of a specific
type of inhibitor: For instance, microgranulomas and central
vein endotheliitis were seen in patients who received anti-
CTLA4 therapy. With anti-PD| therapy, more prominent
portal tract inflammation was encountered. In contrast to
autoimmune hepatitis, plasma cells are usually low in number
@9 which is line with the observation that serum IgG level
is mostly normal and autoimmune serological markers are
negative. Likewise, in a report comparing 7 cases of ICPIl-
associated hepatitis versus 10 cases of AlH and 10 cases
of drug-induced liver injury (DILI) @, hepatocytic rosettes

and emperipolesis were less commonly observed than
AlH.When compared with DILI, bile plugs and eosinophils
were less readily seen in ICPl-associated hepatitis. On
immunohistochemical delineation of the lymphoid cell
population in ICPl-associated hepatitis, several reports
have consistently demonstrated a predominance of CD8+
lymphocytes (7 '8 25, This could be distinguishing feature
with AlH, in which CD20+ or CD4+ lymphoid cells are
frequently encountered.

Diagnostic considerations and implications

The diagnosis of ICPI-liver injury can seldom be
made by histology alone as there are no pathognomonic
features. Before attributing the cause to ICPI, potential
etiologies for liver function derangement should be
considered. In particular, exclusion of hepatic involvement
by tumor and viral hepatitis is needed. According to a recent
report,among 49 | patients treated with pembrolizumab for
melanoma, lung cancer or urothelial cancer, 70 developed
liver injury.Among which, a probably drug-related cause was
only made in 20 cases after adjudication @, Liver histology
can help to exclude some differential diagnoses and assess
the severity of liver tissue injury, which could be useful to
guide management plan.The treatment options for adverse
reactions would depend on the severity, and include
withdrawal/discontinuation of ICPI, corticosteroids (oral or
IV) +/- additional immunosuppressant e.g. mycophenolate
mofetil ®.The drugs are usually permanently discontinued
in cases presenting with Grade 3 or Grade 4 adverse
reactions.There are no standard guidelines with reference to
reintroducing ICPI after recovery from Grade [-2 adverse
reactions. As far as histology is concerned, it remains an
open question whether histological parameters could offer
added values in the grading of ICPlassociated hepatotoxicity.
Besides, further studies are awaited to better understand
the histological features associated different types of ICPI,
and to depict the development and progression of fibrosis
in this subset of drug-induced liver injury.
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OBITUARY:; PROFESSOR WU BING QUAN|
(1930-2020),

It saddened me to learn of the
passing of Professor Wu Bing Quan on
21 June 2020.

The first time I met Professor
Wu was in 1980 in Washington, DC.
We were both visiting fellows at the
National Institutes of Health (NIH)--he
from China and I from the University of
Rochester, NY. We did not know each
other. Ataround June of 1980, I was told
by a NIH staff that there was a visiting

Chinese pathologist who would like to meet US pathologists. And it happened that the
annual meeting of Canadian and US pathologists (as part of the IAP—the International
Academy of Pathologists) was coming up in a few weeks. I took Wu to the IAP meeting
in Los Angeles. We flew from Washington, DC to Los Angeles. We shared a room and
went to the meetings together daily.

At the meeting he impressed me by his friendliness; he was eager to meet people
and made many friends. Although the IAP programs were slanted towards pathology
education and practice unfamiliar to him since he was an experimental pathologist,
Professor Wu was nevertheless keen to make friends, to observe and learn. He was
particularly interested in information on all new instruments and new tools and reagents.
He collected much to bring home intending for future purchases.

After the meeting he visited Loma Linda University Medical school in Los Angeles.
I came to Hong Kong in 1981 to join The Chinese University of Hong Kong.

Professor Wu was among the first group of promising scientists in China who were
sent oversees for advanced training after normalization of relation between China and
the US. In the early 1980s Wu was already known among Chinese pathologists as one
of the ‘“Two Wus of Pathology’ in China, one in the north and one in the south. He was
the northern Wu--being in Beijing, and the other, a Professor Wu at Xiang Ya Medical
School, of Yale-in-China fame, at Changsha in Hunan province in the south. Both were
leading scientists and highly respected pathologists in China.

In 1983 I visited Professor Wu’s department at Beijing Medical
University (BMU). (The State Council had approved 10 institutions for
priority development. Among them, Beijing Medical College was the
only medical institution. In 2000, BMU was incorporated into Peking
University and formally renamed Peking University Health Science
Center.) In 1983 the facilities and equipment in the department were
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rather primitive. However, there were group of young minds eager
to learn (since they missed a 10-year duration of the Cultural
Revolution with no teaching or research.) Wu reached out to
America and he worked closely with Don King and Cecilia
Fenoglio of Columbia University on cell biology and academic
pathology. Wu had arranged exchange programs for his staff--a
quick way to leapfrog the slow process of local training. At that
time, experienced staff were few.

By now after three or four generations of development and growth, many capable
pathologists are scattered all over the country. In his recent publications I note topics such
as quantification of telomerase activities, telomerase in lung cancer, immunodeficient
animals in experimental medicine, Helicobacter pylori infection and risk of gastric cancer
in China.

Wu was a soft spoken and sincere person. He commanded respect from those around
him, particularly the young ones who looked upon him for guidance and connections. He
was hard working and I had seen him working late into the night on many occasions in
his office in Beijing.

Professor Bing Quan Wu had been the right person to modernize pathology in
China as the country rapidly modernizes.

Contributed by : Professor Joseph C K LEE

A Professor WU Bing Quan (3rd from left, and Professor Joseph C K LEE (2nd from
left). Photograph of a group of Pathologists from various parts of China following a na-
tional meeting, taken c./986.
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PRESS STATEMENT
Use of Over-the-counter COVID-19 Test Kits

The College has noticed that a variety of over-the-counter Coronavirus Disease 2019 (COVID-19)
self-test kits are being promoted in the market. We are concerned that the public could be misled by
the results of these Kkits.

These over-the-counter test kits usually utilize pinprick blood samples to detect IgG or IgM antibod-
ies against the SARS-CoV-2 virus. Antibodies are produced over days to weeks after infection; the
level and timing of response vary among individuals. The performance of these kits, including sen-
sitivity and specificity (i.e. respectively whether the test can accurately exclude COVID-19 infection
and whether a positive result is reliable to indicate actual infection), also varies among assays. Thus
the public must be aware of the risk of false negative and false positive results.

A false negative result may cause a false sense of security, which could potentially increase transmis-
sion of the virus to others and result in delay in seeking medical consultation and management. On
the other hand, a false positive result will lead to undue anxiety and unnecessary investigations, and
even public health measures such as isolation of the person and his or her close contacts.

The College reiterates that the current test of choice for the diagnosis of active COVID-19 infection
remains polymerase chain reaction (PCR)-based tests detecting viral nucleic acids. The detection of
antibodies is neither a suitable nor a reliable alternative. The College urges the public to seek advice
from medical professionals if COVID-19 infection is suspected.

End / Wednesday / 29 April 2020
Issued at HKT 17:00

hkcpath@hkcpath.org
Tel: +852 2871 8756
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On pages 8 and 9 of the last issue of Pathologue (Volume 28 issue 2, January 2020), the caption of the
two photographs showing the ‘Examiners for Anatomical Pathology (Membership and Fellowship
Vivas) 2019°, should include Professor John NICHOLLS and not Dr Robert COLLINS as previously
published. We sincerely apologise to Professor NICHOLLS and Dr COLLINS for the error.
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