1 15

G R

PR Es JEBHIE  WE SERVE & WE CA

Apr - Sept 2024

Medical Article

Undate management of

aclite severe
uicerative colitis

Pharmaceutical Updates

Breakthrough in Severe
Postmenopausal 0steoporosis Care:

Hospital Updates
Implementation of

new Laboratory Automation
Track System

lﬁ
pVLET ST

St. Paul’s Hospital



—— MESSAGE FROM THE CHIEF MEDICAL EXECUTIVE —————

Dr. William Ho

Chief Medical Executive

More Than Just Business

ith 126 vyears since inception,

St. Paul’s Hospital holds the longest

history among the current 14 private
hospitals. In the local context, a private hospital
is one which is non-public, either for-profit or
not-for-profit (the majority), which means receiving
no public funding. Throughout Hong Kong’s
history, there had been other private hospitals
that no longer exist. Many others began accepting
Government subsidy during the course of their
development to become “subvented hospitals”
and later merged into the Hospital Authority
system. To maintain private status, it had not
been easy to weather such challenges as the
onslaught of SARS and later COVID-19 epidemics,
and cycles of economic recession like in 1997,

2008 and 2020.

While staying afloat and financially sustainable is
obviously important, this has never been the
raison d’etre for our hospital. The purpose has
been community by

always serving the

providing holistic patient care under the
Christian spirit and teaching of St. Paul. Our
emphasis on quality and safety through robust
clinical governance structure/processes and
numerous clinical improvement projects often
entails injection of considerable human and
material resources that is not directly helping

our bottom line — all for the benefit of patients.

Even when the hospital invests heavily on continuous
upgrading and redevelopment to keep up the
with the time and modern technology, fees and
charges are kept comparatively low. We have
also been active conducting Corporate Social
Responsibility activities. The big one this year
took place in Caritas Ma On Shan Secondary
School where 126 staff members/Sisters/volunteers
sacrificed their Sunday to serve more than 800
district citizens through health education talks,
game booths, and health checks ranging from
blood tests, ECG, bone densitometry to ultrasound
examinations etc. We successfully carried out
in-hospital blood donation recently after more
than 100 staff members signed up; and secured
40 organ donation forms signed by citizens
during the outreach program. Our Environment
Committee actively explores ways to reduce
waste, and consumption of paper, water and
energy. Our Elderly Day Care Centre — the only
one run inside a private hospital under a social
model — has become hugely popular with the

community.

It will always be how well we serve the needy and
society with our hearts and available means that
matters most, not merely how successful the

business is.
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Dr. Au Hon Da, Kenneth

Resident Consultant Gastroenterologist & Hepatologist

Undate management of

acute severe
ulcerative colitis

Updated management of acute severe ulcerative colitis: from steroids to novel

General pfln;lples at First line
admission
+ Stool cultures (C. Difficile) IV corticosteroids ‘1. Anti-TNF naive
+ Blood samples (Hb, CRF, 0.8-1 mglkg Infliximab or ciclosporin
albumin, TB, pre-biologic . il
work-up) Daily assessment (Lichtiger, 2. Anti-TNF exposed
+ Abdominal CT-scan clinical evaluation) and close IV ciclosporin 2mg/kg asa. Athird line may be considered
+ Endoscopic assessment monitoring bridgeto selected patients in expert
[CMVidentification) + Vedolizumab
+ Thromboprophylaxis . » Ustekinumab
+ No systematic use of Pl g Tofacitinib or other JAK )
antihiotics inhibitor? 1. Infliximab -= Ciclosporin
+ Consider enteral nutrition
2, Ciclosporin -= Infliximab
Always consider Always consider Always consider
surgery surgery surgery

e

medical strategies

amr Calmiane L et al, United Eurcpyan Gastroenterology J. 2023 Visu sl abstrack created by Susan Tyler

Modified Truelove and Witt's criteria

Acute severe ulcerative colitis
(ASUC) occurs in up to 25% of
patient with ulcerative colitis.
Intravenous corticosteroid has
been the standard first-line
treatment for acute severe
ulcerative colitis (ASUC). However,
despite its effectiveness, up to
30-40% of patient do not
respond and require a second
line therapy. Infliximab and
ciclosporin are effective second
ling therapies, new strategies
are being developed using
newly approved treatments for
moderate to severe UC.

Diagnosis of ASUC is based on
the Truelove and Witts criteria.
The score links to the risk of
colectomy at days 3 and 5.
Lichtiger score is mostly used in
clinical trials and to assess
response to treatment.

(definition of ASUC is based on 6 or more bloody stool per day with 1 or more of the other criteria)

Bloody stool per day, n

Pulse, beats per minute <90
Temperature,°C <875
Haemoglobin, g/dL >11.5

ESR, mm/h (or CRP, mg/L) <20 (normal)

<4 4-6 >6

>90
>37.8
<10.5

>30 (>30)



General principle at admission

Initial workup including blood and stool test, imaging and starting intravenous steroids and antibiotics if clinical suspicion
of infection. Potential triggering and worsening factor such as NSAID use and enteric infection should be looked for.
Clostridium difficile related colitis and cytomegalovirus are associated with high morbi-mortality and high colectomy
rates especially in patients on steroids or ciclosporin. Endoscopic biopsies are useful to detect viral inclusion bodies
and viral load in favor for initiating antiviral treatment.

Evaluation of biological treatment  Ulcerative Colitis Endoscopic Index of Severity (UCEIS)

AR
testing for viral antibodies and latent TB. Variable

Endoscopic evaluation of the colonic 0 ! e s
mucosa using UC Endoscopic Index of Vascular pattern  Normal Patchy Complete loss of
. . ) . obliteration vascular pattern
Severity (UCEIS) has good intra investigator
and moderate inter—investigator agreement. Bleeding None Mucosal Luminal, mild Luminal, severe
Deep ulcers are associated with high Erosions & None Erosions Superficial Deep ulcers
ulcers ulcers

risk of colectomy.

With advances of medical treatment,
mortality rates of ASUS has
decreased to 0.84% in 3 months
and 1.01% after 1 year. Toxic
megacolon, colonic  dilatation
larger than 6cm, often associated
with systemic symptom and should
be refer to surgery as it carries a
high risk of perforation. Patients
should be monitored closely on the
severity factors daily to avoid
delaying surgery.

Severity factors of ASUC

NSAIDs intake early clinical relapse of quiescent disease ==

Clostridioides difficile higher mortality in hospitalized patients for IBD

CMV In steroid-refractory patients, 50% of colectomy in patients with CMV reactivation versus 15% in patients
without CMV.

Toxic megacolon Small bowel distension is associated with steroids failure

Venous thromboembolism Associated with higher mortality, longer length of hospital stays

Time to colectomy Duration of in-hospitalization associated with higher postoperative complications

Medical management of ASUC

First line therapy:

IV 0.8-1mg/kg of methylprednisolone or equivalent for 5-7 days. Historical trial by Truelove and Witts reported a remission
rate of 41% and a mortality rate of 7% in steroid treated group vs 16% and 24% in the placebo group. Optimal long-term
maintenance therapy for immunomodulator (IMM)-native patients having a first episode of ASUC remained




unclear. A multi-center retrospective study including 141 patients with ASUC receiving amino salicylate vs IMM vs Infliximab
and thiopurines have no difference in overall survival without relapse and without colectomy rates in all of the 3
maintenance regimen.

Second line therapy:
Calcineurin inhibitors (CNIs) or infliximab should be considered when no or suboptimal response to steroid by day3-5.

For steroid refractory UC receiving ciclosporin or tacrolimus as induction therapy followed by CNI then vedolizumab or
vedolizumab as maintenance therapy, the colectomy free survival rate was 67% after 12 months. Infliximab has been
shown in the index study in 2005 showing lower colectomy rate (29%) vs placebo arm (67%) in steroid refractory
patients.

In patients of previous failure to anti TNF, ciclosporin is an alternative to surgery and a bridge to another biological
maintenance therapy. A retrospective study of 71 patients with steroid-refractory ASUC were treated with a CNI followed
by vedolizumab. The primary endpoint of colectomy-free survival rate was 93% at 3 months, 67% at 1 year and 55% at
2 years. The colectomy rate after a median of 25 months of follow-up was 42%

Emerging therapy for ASUC

Tofacitinib is an orally delivered, quick acting panJAK inhibitor recently approved in UC. In study with 55 patients with
ASUC treated with tofacitinib reported, 49 had failed infliximab and 19 had been exposed to ciclosporin. Colectomy-free
survival was 78.9% at 3 months and 73.6% at 6 months. Another retrospective study showing high dose tofacitinib three
times daily seems protective with lower colectomy rate.

Tofacitinib use in retrospective cohort patients with ASUC

Berinstein et al., 2021

Uzzan et al., 2021

Conclusion

Standard induction doses
of 10 mg twice daily or
high-intensity regimen of
10 mg three times daily
for 9 doses followed by
twice daily.

Treatment for current flare:

Tofacitinib after steroids
(52.7%), infliximab (3.6%),
IV ciclosporin (14.5%).

At week 6, all patients
treated by a 10 mg twice
daily regimen.

Retrospective, case-controlled
study, 40 patients matched with
113 controls.

Prior long-term failure of infliximab
(85%), adalimumab (40%),
vedolizumab (52.5%)

Retrospective and prospective,
55 patients.

Previous exposure to a median of
2.5 lines of treatment:

Anti-TNFs (98.1%)

Ciclosporin (34.5%)
Vedolizumab (69.1%)

Hazard ratio 0.28 at
90 days (p = 0.018)

15/55 (27.3%) at a
median of 6.5 months

Tofacitinib three times
daily seemed protective
(HR 0.11, p= 0.008) but
not twice daily (HR 0.66,
p=0.5)

Colectomy-free survival:
85.2%, 78.9%, 73.6 at 1,
3 and 6 months

Withdrawal linked to
herpes zoster but not to
cardio-vascular events.

ASUC remains the most severe form of UC and still associated with 1% mortality rate. IV steroid and 2™ line therapy with
IFX or ciclosporin should induce a quick response to avoid salvage colectomy. There is still no sufficient evidence to
recommend the higher induction doses of IFX. There have been various proposed therapeutic strategies for patients who
previously exposed to biologics and shall be considered awaiting further validation by controlled trials.
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PHARMACEUTICAL UPDATES

SPH Pharmacy Department
Chu Ho Leung (Ben), Pharmacy Intern

Postmenopausal osteoporosis is a condition characterized
by declining bone mass and structural integrity, leading
to increased bone fragility and a higher fracture risk after
menopause.t An observational study in Hong Kong
found a 60.4% prevalence of osteoporosis in
treatment-naive elderly women between May

2017 and April 2020.* The World Health —
Organization defines osteoporosis as a T-score
<-2.5.2 Osteoporotic fractures significantly
increase mortality risk following the initial
fracture.® Therefore, appropriate treatment is
important to prevent disease progression in
osteoporotic patients.

Romosozumab is a novel medication that
possesses both osteoanabolic and antiresorptive
effects, approved by the U.S. Food and Drug ..
Administration in 2019 for the treatment of
osteoporosis in postmenopausal women at high

risk for fractures.* Although there are several
anti-osteoporotic agents available in Hong
Kong, most are either osteoanabolic or antire-
sorptive. This article will explore the mechanism
of action, clinical effects, place in therapy,
limitation of use and safety concerns of
romosozumab.

Dual effects in the treatment of postmenopausal
osteoporosis

Romosozumab is a monoclonal antibody that inhibits the
action of sclerostin, a regulatory factor in bone metabolism.
This inhibition activates modeling-based bone formation via
osteoblasts, remodeling-based bone formation via osteoclasts
and osteoblasts, while inhibiting osteoclast-mediated bone
resorption at remodeling surfaces.*® As a result, romosozumab
exhibits dual effects by increasing bone formation and, to
a lesser extent, decreasing bone resorption (Figure 1).
This distinguishes it from other osteoporosis
. treatments like bisphosphonates and denosumab,
which mainly reduce bone resorption, or
teriparatide, which primarily stimulates bone
formation.®

Without
’ romosozumab
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With
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Figure 1. Dual effects of romosozumab on bone surfaces



Clinical effects

Effects on fracture risk

The FRAME study, a landmark phase 3 trial, evaluated the
efficacy of romosozumab in postmenopausal women with
osteoporosis. Patients receiving romosozumab experienced
a significant reduction in the incidence of vertebral fractures
at month 12 of therapy compared to those receiving placebo.
Specifically, the risk of new vertebral fractures was reduced
by 73%.5

The ARCH trial further compared romosozumab followed by
alendronate against alendronate alone in reducing fracture
risk. 12 months of romosozumab followed by alendronate
resulted in a 37% and 48% lower risk of new vertebral
fractures than alendronate alone at months 12 and 24,
respectively.” Patients on romosozumab followed by alendronate
showed a 27% lower risk of clinical fractures than those on
alendronate alone.

Effects on bone mineral density (BMD)

Several clinical trials have demonstrated the effectiveness of
romosozumab in improving BMD, due to its dual action on
increasing bone formation and decreasing bone resorption. A
meta-analysis and the STRUCTURE trial found that the
romosozumab group showed superior clinical efficacy in
terms of BMD of the lumbar spine, total hip, and femoral neck
after 6 and 12 months of treatment compared to denosumab
and teriparatide.8 Similar results were observed in the ARCH
trial, which demonstrated that romosozumab led to greater
gains in BMD from baseline at all measured sites.®

Regarding its long-term effect on maintaining BMD, studies
including FRAME (at month 24) and ARCH (at month 36)
showed that the BMD gains achieved during the 12 months of
romosozumab treatment were largely maintained or even
further increased after transiting to an antiresorptive agent.®”

When comparing to denosumab, romosozumab was able to
establish a faster and more pronounced increase in BMD at
key skeletal sites.® For patients who require a rapid improvement
in BMD, such as those with history of recent fractures, severe
osteoporosis, and high fall risk, romosozumab may be
preferred over denosumab.

Place in therapy

According to the 2020 Guideline of Pharmacological
Management of Osteoporosis in Postmenopausal Women,
romosozumab is considered a first-line therapy in postmenopausal
women with osteoporosis and multiple vertebral or hip
fractures, and those who have failed antiresorptive therapies.
Treatment duration is up to 1 year for the reduction of vertebral,
hip, and non-vertebral fractures. After completion of the

whole course, treatment with other antiresorptive osteoporosis
therapies is advised to maintain BMD gains and reduce
fracture risk.®

Moreover, romosozumab is also viewed as an alternative by
2020 American Association of Clinical Endocrinologists/American
College of Endocrinology Clinical Practice Guidelines for
patients at very high fracture risk (e.g. patients with multiple
vertebral or hip fractures, or with very low T-scores) and an
option for patients previously treated with teriparatide.?

Prescribing information of romosozumab?#9

Romosozumab (EVENITY)

Subcutaneous injection

210 mg once monthly
(2 separate 105 mg injections administered
immediately one after the other)

Dose and
frequency

Renal and hepatic No adjustment

dose adjustment

Optimal duration Up to 1 year

History of myocardial infarction (Ml)
or stroke

Contraindication .

. Hypocalcemia

Limitation of use

Treatment duration of romosozumab is limited to 12 months as
the anabolic effect of romosozumab wanes after 12 monthly
doses of therapy. If continued osteoporosis therapy remains
warranted after this initial 12-month course, continued therapy
with other antiresorptive agents, such as bisphosphonates and
denosumab should be considered.?*?

Safety concerns

Romosozumab is generally well tolerated, with a safety profile
similar to other osteoporosis treatments. According to the
ARCH study, 3.4% of patients receiving romosozumab discontinued
treatment due to adverse events, compared to 3.2% in the
alendronate group.” Additionally, romosozumab demonstrated
a better safety profile compared to teriparatide; only 3% of
patients in the romosozumab group discontinued treatment due
to adverse events, compared to 6% in the teriparatide group.'

The common adverse effects of romosozumab are arthralgia
and nasopharyngitis, which were occurring in =9% of
romosozumab-patients in both ARCH and STRUCTURE
trials.”'© Additionally, a higher rate of major adverse cardiac
events, yielding a hazard ratio of 1.87, was reported in
patients receiving romosozumab treatment compared to those

v



treated with alendronate.*’” Therefore, romosozumab carries a
black box warning, indicating that it should not be initiated in
patients who have had a MI or stroke within the preceding
year. Patients with other cardiovascular risk factors, signs and
symptoms related to Ml and stroke should be closely monitored
throughout the treatment period. In the event of a Ml or stroke,
romosozumab should be discontinued.*

Osteonecrosis of the jaw (ONJ) and atypical femoral
fractures have also been reported in patients receiving
romosozumab.*” ONJ is a very rare side effect linked
with romosozumab. Patients should be recommended

on the importance of maintaining good oral

hygiene and to perform routine
dental check-ups.* Furthermore,
atypical femoral fractures are
infrequent but catastrophic.
Patients should be advised to
report any new or unusual
pain in the thigh, hip, or groin
while receiving romosozumab
treatment.*

References:

osteoanabolic effects. It is recommended
as a first-line therapy for high-risk patients,
though its use is limited to 12 months. Close
monitoring and adherence to guidelines
are crucial for optimizing patient
outcomes. Further research is d
needed to explore its efficacy

and safety in the long run.

Hypocalcemia is more common in those with severe renal
impairment or undergoing dialysis. Pre-existing hypocalcemia
must be corrected prior to initiating therapy with romosozumab.
Regular monitoring of serum calcium levels is advised, and
appropriate supplementation of calcium and vitamin D during
romosozumab treatment is recommended.*

Romosozumab has revolutionized
the management of severe postmenopausal osteoporosis
by combining antiresorptive and

A
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Following the Drug and Therapeutics Committee (DTC) meeting in March 2024, the SPH Drug Formulary has been

updated as follows:

New Drug Approval

Acarizax oral

Persistent moderate to severe house dust mite (HDM) allergic rhinitis

One oral lyophilizate Available on request.

lyophilizate despite use of symptom-relieving medication in patients aged 12 to 65 sublingual once daily
12SQ-HDM years; or in patients aged 18 to 65 years with HDM allergic asthma not
well controlled by inhaled corticosteroids and associated to severe
HDM rhinitis.
Omarcor Adjunct to diet when dietary measures alone are insufficient to Two capsules orally N/A
capsule 1000mg  Produce an adequate response in type IV in monotherapy or type once daily
IIb/Ill in combination with statins for endogenous hypertriglyceridemia.
Deletion of Drug
Tractocile Second line option for tocolysis. N/A Removed from the
(Atosiban) SPH Drug Formulary

as endorsed by O&G
Advisory Committee.
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Implementation
of new Laboratory

Automation Track
System

The main
CONSIDERATIONS for
a new system?

1. Broad assay menu

The new automation system
allows us to establish new
in-house tests.

2. Shortened turnaround time

The system is able to
streamline our workflow to
shorten the turnaround time,
especially for Endocrinology
and Cardiac tests.

3. Local Reference

This New automation system
has more stable performance
and is supported by local
technical team, which is
important to the laboratory
operation.

4. Consolidation

The new automation system
consolidates existing tests in a
high throughput platform.

The fully automated new Roche Cobas
Chemistry Analyzer with connection to track
system will come into service from
September 2024.

Goals to achieve

Streamline workflow

Keep pace with
increasing demands

Laboratory accreditation



— INTRODUCTION OF NEW FACES o

Hi, | am Kenneth Au, newly joined gastroenterologist. | am a HKU 04 graduate and
completed my residency in TMH 2011 before moving to AHNH in 2014 as an associate
consultant.

I underwent overseas endoscopy training in EUS & ERCP in Erasmus Medical Centre,
: Rotterdam, the Netherlands in 2017.

!fm / :ﬁr | enjoy playing table tennis and | have recently started taking pilates classes. | love

i ! watching soccer every weekends and | am a Tottenham Hotspur fan.
Dr. Au Hon Da, Kenneth

Resident Consultant Gastroenterologist & Hepatologist

I look forward to working with all of your in the future.

Hello every one, | am Michael. It's my pleasure to join the St. Paul’s family. | graduated
from Ji Nan University in China and pass the licentiate exam of Hong Kong in 2014.1 started
my career in acute and emergency department of Yan Chai Hospital. | worked in Yan
Chai hospital for 3 years, then | started my private practice as general practitioner since
2018, now | continue my career in St. Paul's Hospital. | wish | could try my best to provide
good quality of service to our patient and staff. | look forward to working with all of you in
the future.

Dr. Cheong TszKing

Resident Medical Officer

| am Angus Lam Wing Sun, a newly-joined pathologist. It is my great pleasure to join
St. Paul’s Hospital. | graduated from The University of Hong Kong in 1994 and completed
my pathology training in Princess Margaret Hospital. | had been serving in Princess
Margaret Hospital and Tseung Kwan O Hospital for over twenty years when | joined
St. Paul’s Hospital in March this year. My special interest is in soft tissue pathology.
| am looking forward to working with you all.

®

Dr. Lam Wing Sun

Resident Consultant Pathologist

CME/CPD/CNE Programme 2024

Axillary management in post neoadjuvant theraj
breast cancer patients

Speakers: Dr. Chan Man Yi

Staff Consultant, Specialist in General Surgery, St. Pauls' Hospital

Dr. Lam Wing Sun

‘ Specialist in Pathology, St. Paul's Hospital
|

Dr. Chan Sum Yin, Ann

Specialist in Clinical Oncology

Chairman: Dr. Lo Hak Keung, Alex

Deputy Medical Superintendent, St. Paul's Hospital
Date: 29 November 2024 (Friday)
Time: 7:00 pm —7:30 pm  Reception (light refreshment provided)
7:30 pm —8:30 pm  “Axillary management in post neoadjuvant therapy breast cancer patients”

by Dr. Chan Man Yi & Dr. Lam Wing Sun & Dr. Chan Sum Yin, Ann
8:30 pm —9:00 pm  Q & A Session

Venue: Auditorium, 18/F, Block A, St. Paul’s Hospital

Registration & Enquiry: Contact Person: Ms. Merrillin Leung Sponsored by:
(First-come-first-serve) Tel: 2830 8857, Fax: 2837 5271, E-mail: sph.sdd@stpaul.org.hk
CME / CPD / CNE Accreditation for all Colleges (Pending approval)
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This publication is primarily intended for the perusal of staff and visiting doctors of St. Paul's Hospital for general information and reference only. All information is not guaranteed or
warranted to be absolutely accurate. St. Paul's Hospital shall not be liable for any losses incurred or damages suffered by any person as a result of the use of the information of this
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