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Dear Colleagues,

On behalf of the Organizing Committee, | welcome you all to the Annual Meeting of
Endocrinology, Diabetes & Metabolism Hong Kong (EDM HK), jointly organized by the
Division of Endocrinology, Diabetes and Metabolism, Department of Medicine, The
University of Hong Kong, as well as KK Leung Diabetes Centre and Osteoporosis Centre
of Queen Mary Hospital. We are honoured by your presence on this particular occasion,
celebrating the 5™ Anniversary of EDM HK.

This exciting and inspiring 2-day scientific programme comprises state-of-the-art
lectures on various important endocrine disorders: diabetes, osteoporosis, thyroid
and many others. Amidst the COVID-19 pandemic, the Symposium on ‘COVID-19 and
Endocrinology’ aims to deliver up-to-date summaries of research in this rapidly evolving
field. Furthermore, our first ‘EDM HK Cases of the Year’ features young fellows sharing
interesting cases, which will shed light on our clinical practice.

We would like to express our sincere gratitude to all our sponsors, chairpersons and
speakers for their continuous support and contributions to this Meeting. We hope that
you will find it fruitful and rewarding.

Dozt
Dr. David Lui

Chairman
Organizing Committee
EDM HK 2022
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29 October 2022 (Saturday)

Time Room S221

Lecture (1) (Sponsored by Amgen)

13:00 - 13:40 | The importance of sequencing therapy after osteo-anabolic agents

Professor Michael McClung (USA)

13:40 - 13:45 ‘ Q&A ‘

13:45 - 13:55 Opening Ceremony

Lecture (2) (Sponsored by AstraZeneca)

13:55-14:40 | A roadmap for optimizing the care and outcomes of diabetes patient with kidney disease

Professor Peter Rossing (Denmark)

14:40 -14:45 |Q & A
Room S221 Room S226 - S227

Symposium (1A) Symposium (1B)

14:45 - 15:05 | Approach to thyroid nodules Classification of PitNET: updates in 2022
Dr. Matrix Fung (Hong Kong) Dr. Chariene Woo (Hong Kong)
15:05 - 15:25 | Fatty liver disease: a diabetologist’s Congenital adrenal hyperplasia: management
perspective and transition to adulthood
Dr. CH Lee (Hong Kong) Dr. Gloria Pang (Hong Kong)
15:25-15:45 | The tales of atypical fractures Updates on the management of PCOS
Dr. YC Woo (Hong Kong) Dr. Raymond Li (Hong Kong)
15:45-16:00 |Q &A Q&A
16:00 -16:30 Break

Lecture (3) (Sponsored by Eli Lilly)

16:30 - 17:10 | Considerations when choosing between type 2 diabetes therapy: the role of once-weekly GLP-1 RA
Professor Michael Cummings (UK)

1710 - 17:15 ‘ Q&A

Lecture (4) (Sponsored by Novartis)

17:15-17:50 | Managing familial hypercholesterolemia: achieving optimal treatment targets
Professor Frederick Raal (South Africa)

17:50-17:55 |Q &A




30 October 2022 (Sunday)

Time Room S221

Plenary Lecture (1)

09:00 - 09:35

Advances in the management of Graves’ disease
Professor Marius Stan (USA)

09:35-09:40

Q&A
Lecture (5) (Sponsored by Boehringer Ingelheim)

09:40 - 10:20 | The cardiorenal side of SGLT2 inhibitors: exploring advances from type 2 diabetes to heart failure
Professor Jennifer Green (USA)

10:20-10:25 |Q & A

10:25 - 10:55 Break

Room S221 Room S226 - S227

Symposium (2B)

Symposium (2A)

10:55-11:15 | COVID-19 and diabetes Calcium: when it gets too high and too low
Professor Andrea Luk (Hong Kong) Dr. Joanne Lam (Hong Kong)
11:15-11:35 | COVID-19 and thyroid Role of combination T4 and T3 replacement in the
Dr. David Lui (Hong Kong) management of hypothyroid patients
Dr. Alan Lee (Hong Kong)
11:35-11:45 |Q &A Q&A

Lecture (6) (Sponsored by Otsuka)

11:45-12:25 | Best practices for management of hyponatremia and SIAD
Professor Joseph Verbalis (USA)

12:25-12:30 |Q &A

12:30-13:30 Lunch Break

Lecture (7) (Sponsored by Novo Nordisk)

13:30 - 14:10 | Use of oral GLP-1RA in diabetes management
Professor David Matthews (UK)
14:10-14:15 |Q &A




30 October 2022 (Sunday)

Time Room S221

Lecture (8) (Sponsored by Sanofi)

14:15-14:50 | Advancing therapy using fixed-ratio combination of basal insulin and GLP-1 RA in suboptimally
controlled basal insulin-treated type 2 diabetes
Dr. Ingrid Mak (Hong Kong)

14:50 -14:55 |Q &A

14:55 - 15:25 Break

Lecture (9) (Sponsored by Bayer)

16:10 - 16:50

15:25 -16:05 | New approaches to delay CKD progression in diabetes: battling inflammation and fibrosis
Professor Per-Henrik Groop (Finland)
16:05-16:10 |Q &A

Plenary Lecture (2)

Bone fragility in diabetes
Professor Serge Ferrari (Switzerland)

EDM HK Cases of the Year

16:50 - 17:05

Hypertensive urgency in a young man revealed an unexpected hereditary syndrome
Dr. Ingrid Mak (Hong Kong)

17:05-17:20

Atypical metatarsal fracture in a Chinese post-menopausal woman with osteoporosis on long-term
denosumab
Mr. Andy Kan (Hong Kong)

17:20 - 17:35

Cushing’s syndrome secondary to pro-opiomelanocortin (POMC) secretion from a pancreatic yolk sac
tumour in an adult
Dr. Johnny Chang (Hong Kong)

17:35-17:50

17:50 - 17:55

Primary pigmented nodular adrenocortical Disease (PPNAD) - sequential or bilateral adrenalectomy?
Dr. KY Wong (Hong Kong)

Closing Remarks
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Department of Diabetes &
Endocrinology
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UK
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Associate Professor
Department of Medicine

Duke University

USA
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Emeritus Professor of Diabetes
Medicine

Department of Medicine
University of Oxford

UK
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Head

Division of Endocrinology &
Metabolism

University of the Witwatersrand
South Africa

Professor Marius Stan
Consultant

Department of Internal Medicine
Mayo Clinic

USA
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Professor Serge Ferrari
Chairman

Department of Medicine
Geneva University Hospital
Switzerland

Professor Per-Henrik Groop
Chairman

Department of Internal Medicine
University of Helsinki

Finland

Professor Michael McClung
Founding Director

Oregon Osteoporosis Center

USA
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Head of Complications Research
Steno Diabetes Center Copenhagen
Denmark
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Chief

Division of Endocrinology & Metabolism
Georgetown University

USA



Dr. Chris Chan
Registered Chinese Medicine
Practitioner

Department of Medicine

The University of Hong Kong

Dr. CH Choi

Deputy Chief of Service
(Manpower & Training)
Department of Medicine
Queen Elizabeth Hospital

Dr. Matrix Fung
Endocrine Surgeon

Division of Endocrine Surgery
The University of Hong Kong

Dr. TP Ip

Consultant

Department of Medicine
Tung Wah Hospital

Dr. Joanne Lam

Honorary Clinical Assistant Professor
Department of Medicine

The University of Hong Kong
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Consultant

Department of Medicine
Pamela Youde Nethersole
Eastern Hospital

Dr. KF Lee

Consultant

Department of Medicine & Geriatrics
Kwong Wah Hospital

Dr. Doris Chan
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Department of Medicine & Geriatrics
Pok Oi Hospital

Dr. WS Chow
Consultant

Department of Medicine
Queen Mary Hospital
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Department of Medicine & Geriatrics
Tuen Mun Hospital
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Consultant

Department of Medicine & Geriatrics
United Christian Hospital

Professor Karen Lam
Chair Professor

Department of Medicine
The University of Hong Kong

Dr. Alan Lee
Associate Consultant
Department of Medicine
Queen Mary Hospital
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Advanced Practice Nurse
Department of Medicine
Queen Mary Hospital
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Associate Consultant

Department of Medicine & Geriatrics
Princess Margaret Hospital
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Associate Consultant

Department of Medicine & Geriatrics
Caritas Medical Centre

Dr. Raymond Hue

Associate Consulant

Department of Medicine

Pamela Youde Nethersole Eastern
Hospital

Professor Alice Kong

Professor

Department of Medicine & Therapeutics
The Chinese University of Hong Kong

Professor Brian Lang
Clinical Professor
Department of Surgery

The University of Hong Kong

Dr. CH Lee

Clinical Assistant Professor
Department of Medicine
The University of Hong Kong

Dr. Jenny Leung
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Department of Medicine & Geriatrics
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Dr. Raymond Li

Clinical Associate Professor
Department of Obstetrics &
Gynaecology

The University of Hong Kong

Dr. John Ma

Specialist in Endocrinology, Diabetes
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Private Practice

Dr. Gloria Pang

Associate Consultant
Department of Paediatrics &
Adolescent Medicine

Hong Kong Children’s Hospital

Dr. Joanna Tung

Associate Consultant
Department of Paediatrics &
Adolescent Medicine

Hong Kong Children’s Hospital

Ms. Karen Wong

Nursing Consultant (Diabetes)
Department of Medicine
Queen Mary Hospital
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Emeritus Professor
Department of Medicine
The University of Hong Kong

Dr. David Lui

Clinical Assistant Professor
Department of Medicine
The University of Hong Kong

Dr. Ingrid Mak
Associate Consultant
Department of Medicine
Queen Elizabeth Hospital

Professor Kathryn Tan
Clinical Professor
Department of Medicine
The University of Hong Kong

Ms. Carman Wong

Registered Dietitian in Canada

The Jockey Club School of Public
Health & Primary Care

The Chinese University of Hong Kong

Dr. Chariene Woo
Resident

Department of Medicine
Queen Mary Hospital

Dr. Michele Yuen

Honorary Clinical Assistant Professor
Department of Medicine

The University of Hong Kong
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Professor

Department of Medicine & Therapeutics
The Chinese University of Hong Kong

Dr. Jason Ng
Associate Consultant
Department of Medicine
Queen Elizabeth Hospital

Dr. SC Tiu

Honorary Consultant
Department of Medicine
Queen Elizabeth Hospital

Dr. CL Wong
Specialist in Endocrinology & Diabetes
Private Practice

Dr. YC Woo
Consultant

Department of Medicine
Queen Mary Hospital



LECTURE (1)

(SPONSORED BY AMGEN)

The importance of sequencing therapy after
osteo-anabolic agents

Professor Michael McClung

Founding Director
Oregon Osteoporosis Center
USA

Osteoporosis is a chronic illness characterized by low bone mass and deterioration of bone
microarchitecture that weakens the skeleton and predisposes to fractures. None of our available
therapies cures osteoporosis, and the skeletal benefits of treatment dissipate when treatment is
stopped. Consequently, long-term treatment is required and often involves the use of multiple drugs
in various sequences to optimize treatment response. Osteoanabolic, or bone-building drugs restore
bone structure as well as bone mass. Teriparatide, a synthetic fragment of parathyroid hormone (PTH),
activates remodeling-based bone formation and also stimulates bone resorption. Romosozumab, an
anti-sclerostin antibody, stimulates both modeling- and remodeling-based bone formation and reduces
osteoclastic bone resorption. Both agents have been shown to be more effective than bisphosphonates
in increasing bone mineral density (BMD) and reducing fracture risk in patients at high risk of fracture.
These studies led to the approval of teriparatide and romosozumab as treatments for women with
postmenopausal osteoporosis at high risk of fracture.

Safety concerns with teriparatide include hypercalcemia and orthostatic hypotension, most commonly
after the first dose. Romosozumab is associated with mild injection site reactions and a risk of serious
adverse cardiovascular (CV) events compared to alendronate but not to placebo. While the explanation
for this disparity in CV risk is still unknown, those findings led to the warning about the potential risk of
CV outcomes with romosozumab and the recommendation that romosozumab not be used in patients
at high CV risk.

Because of the waning of the anabolic effects of these treatments with continued use, courses of
osteoanabolic therapy are from 12 - 24 months, after which transition to an anti-remodeling drug, either
a bisphosphonate or denosumab, is required to maintain or improve BMD. In addition, the fracture
protection effects accomplished with a course of romosozumab therapy persist for at least two years
after transition to the anti-remodeling drug. The increase in BMD and the reduction in fracture risk is
greater with 12 months of romosozumab followed by 12 months of denosumab compared to 24 months of
denosumab therapy. At this time, there are no data about the effects of switching from romosozumab to
teriparatide. to either a bisphosphonate or to denosumab is required to preserve the BMD and fracture
protection benefits of the osteoanabolic agent.

The decision to switch from an osteoanabolic agent to either a bisphosphonate or to denosumab is
not informed by data from randomized trials. As a result, that decision has to be made on the basis of
clinical considerations including the presence of contraindications to either treatment and the patient’s
preference. Appreciating that on-treatment hip BMD correlates with current fracture risk and that the
increase in BMD after osteoanabolic therapies appears to be greater with denosumab compared to
alendronate, one might choose denosumab as the follow-on therapy for patients whose hip BMD was
still in the osteoporosis range. Another consideration is that the increase in BMD with a second course
of osteoanabolic therapy is larger in a patient taking alendronate than in those taking denosumab. Thus,
if a second course of bone-building therapy is contemplated, therapy with alendronate for 12 months
rather than denosumab might be the choice after first course of anabolic therapy.

The BMD response to osteoanabolic agents is greater in treatment-naive patients than in those treated
with any osteoporosis medication. These findings emphasize the importance of using drugs in the
optimal sequence and have led several recent society guidelines to recommend that osteoanabolic
therapies should be the initial therapy for patients at very high risk of fracture.
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LECTURE (2)

(SPONSORED BY ASTRAZENECA)

A roadmap for optimizing the care and outcomes of
diabetes patient with kidney disease

Professor Peter Rossing

Head of Complications Research
Steno Diabetes Center Copenhagen
Denmark

Diabetes is the most common cause of kidney failure in the Western world. Chronic kidney disease
(CKD) in diabetes is a condition characterized by a gradual increase in urinary albumin excretion, blood
pressure levels and cardiovascular risk, and declining glomerular filtration rate (GFR), which can progress
to kidney failure. Chronic kidney disease is common among patients with diabetes, and it develops in
approximately 30% of the patients with type 1 diabetes (T1D) and 50% of those with type 2 diabetes
(T2D), but in many this is diagnosed late because of lack of symptoms. Patients with diabetes should
be screened for CKD annually but this is often not done. Screening should include both albuminuria
measurements and estimates of GFR. Multiple factors are associated with CKD in diabetes, and patients
with diabetes often require multiple therapies aimed at prevention of progressive CKD and its associated
co-morbidities and mortality. Management of cardiorenal risk factors, including lifestyle modifications
(diet, exercise, and stop smoking), glucose, blood pressure and lipid control, use of agents blocking
the renin angiotensin aldosterone system and use of SGLT2 inhibitors in patients with T2D and other
agents with proven renal or cardiovascular benefit are the cornerstones of therapy. RAS inhibition has
been standard of care for 20 years but is still not always implemented. New options is SGLT2 inhibition,
initially introduced to lower glucose, but now dapagliflozin is indicated for CKD treatment in type 2
diabetes, based on DAPA-CKD study and DECLARE. Early intervention is important to optimize benefit,
and this is now recommended in many current guidelines including the ADA 2022, EASD - ADA 2022, and
the KDIGO 2022 guideline on management of diabetes and CKD.
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SYMPOSIUM (1A)

Approach to thyroid nodules

Dr. Matrix Fung

Endocrine Surgeon
Division of Endocrine Surgery
The University of Hong Kong

Thyroid nodules are common, with a reported prevalence of more than 50% in autopsy studies.
Majority of thyroid nodules are benign. All patients with clinically detectable thyroid nodules should
be evaluated with thyroid function tests and thyroid ultrasonography (USG). Standardized evaluation
protocols have been established to estimate the risk of malignancy based on sonographic features
and size of nodules, and hence determine the need of fine needle aspiration biopsy (FNA) and further
management. The Bethesda System for Reporting Thyroid Cytopathology is the current international
standard for thyroid FNA reports. The Bethesda system could estimate the risk of malignancy and hence
guide management. Surgery is the main treatment for malignant thyroid nodules. For benign nodules,
conventional management options range from observation to surgery. Recently, there are huge interests
and advances in ablation strategies for thyroid nodules, such as radiofrequency ablation, microwave
ablation or high-intensity focused ultrasound. Ablative treatment have the advantage of minimal to no
scars, yet careful case selection is crucial to achieve satisfactory outcomes. Management of thyroid
nodules should be individualized, taking into account the expectation of the patient and the expertise
available.
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SYMPOSIUM (1A)

Fatty liver disease: a diabetologist’s perspective

Dr. CH Lee

Clinical Assistant Professor
Department of Medicine
The University of Hong Kong

The global prevalence of fatty liver disease (FLD) is rising along with the epidemics of diabesity. Over
70% of individuals with type 2 diabetes (T2D) have fatty liver. The relationship between fatty liver and
T2D is mutually detrimental. Metabolic dysfunction-associated fatty liver disease (MAFLD) is a new
entity recently proposed by a panel of international experts. Theoretically, all patients with T2D and
FLD belongs to the MAFLD population. This talk will provide an overview of the latest evidence that
support FLD as an emerging diabetic complication of increasing importance, and to present the current
recommendations, focusing on the assessment and therapeutic strategies, on the management of FLD
among T2D patients.
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SYMPOSIUM (1A)

The tales of atypical fractures

Dr. YC Woo

Consultant
Department of Medicine

Queen Mary Hospital

Atypical fracture of the femur (AFF) has been reported as a complication of long-term bone turnover
suppression since 2005. Initially, they are linked to long-term bisphosphonate therapy and subsequently
have also been reported following denosumab therapy. Fear of this side effect remains one of the
hurdles physicians face while persuading patients to receive osteoporosis treatment. While the relative
risk of AFF with bisphosphonate therapy is increased, the absolute risk remains very low, ranging from
3.2to 50 cases per 100,000 person-years. It is known that anti-resorptive therapy needs to be stopped if
an AFF is identified. However, fracture prevention in osteoporotic patients after sustaining AFF remains
challenging.

Will the lessons from the tales of atypical fractures in the past 17 years highlight us in anti-osteoporosis
management strategies?
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SYMPOSIUM (1B)

Classification of PitNET: updates in 2022

Dr. Chariene Woo

Resident
Department of Medicine
Queen Mary Hospital

Pituitary neuroendocrine tumour (PitNET) is one of the top three commonest brain tumours. Its
classification has evolved over time, from the 2004 classification based on clinical phenotype, to the
2017 advocation on a lineage-restricted classification. The role of transcription factors SF1, TPIT, Pit1
in the differentiation of distinct adenohypophyseal lineage was highlighted in the 2017 classification
as follows: gonadotroph tumours (SF1 positive), corticotroph tumours (TPIT positive), null cell tumours
(transcription factor and hormone negative) as well as lactotroph, somatotroph and thyrotroph tumours
characterized by Pit1 positivity and respective prolactin, growth hormone and thyroid-stimulating
hormone positivity.

In 2022, the International Agency for Research on Cancer published the fifth edition of the World Health
Organization (WHO) Endocrine Organ Tumour Classification, which further consolidated the role of
transcription factors in the classification of PitNET. Entities included SF1-lineage, TPIT-lineage, Pit1-
lineage PitNET and PitNET without distinct lineages.

The significance of such classification of PitNET is highlighted by increasing evidence revealing differences
in tumour behaviour of individual PitNET. SF1-lineage PitNET are usually indolent, with higher complete
resection rates and less tumour progression or recurrence; whilst TPIT-lineage PitNET (especially silent
corticotroph adenoma) runs an aggressive course with propensity for invasion and recurrence. Looking
ahead, precise identification of tumour subtypes may aid future research on potential drug targets, a
personalized approach to early adjuvant therapy and individualized radiological surveillance strategies.
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SYMPOSIUM (1B)

Congenital adrenal hyperplasia: management and
transition to adulthood

Dr. Gloria Pang

Associate Consultant
Department of Paediatrics & Adolescent Medicine
Hong Kong Children’s Hospital

Congenital adrenal hyperplasia (CAH) is a group of inborn errors of steroid metabolism, the commonest
form of which is 21 hydroxylase deficiency (210HD). Cortisol production from the adrenal cortex is
inadequate, leading to hyper secretion of corticotropin and adrenocorticotropic hormone from the
hypothalamus and pituitary gland, resulting in adrenal hyperplasia with structural disruption of the
adrenal cortex and medulla. By-products of this hyperactive axis results in overproduction of progestins
and androstenedione, which is converted to testosterone and dihydrotestosterone and results in post
natal androgen excess. Around 75% of patients who present in the neonatal period would also have
hypoaldosteronism which together with hypocortisolism can lead to life threatening hyponatraemic
dehydration and shock.

Combating issues of classic CAH, including gender ambiguity, salt wasting crises, lifelong requirement
of medications, and discussions of urogenital surgeries require full on parental engagement since the
neonatal stage. Dedication from all parties to ensure adherence to a carefully adjusted treatment regime
is important for the physical and mental well being for the young patient. As the child progresses into
adolescence, the focus of management shifts from optimising growth and sexual maturity to managing
long term complications, fertility and family planning. This talk will explore the management issues as
the child with CAH progresses into early adulthood, and highlights importance of transitional care in
which the young adult is equipped to take on major responsibility for his/her condition.
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SYMPOSIUM (1B)

Updates on the management of PCOS

Dr. Raymond Li

Clinical Associate Professor
Department of Obstetrics & Gynaecology

The University of Hong Kong

Polycystic ovary syndrome (PCOS) is a common reproductive endocrine disorder. Currently, it is diagnosed
by the presence of two out of the following three criteria: oligo- and/or anovulation, clinical and/or
biochemical hyperandrogenism, and ultrasound features of polycystic ovaries, with the exclusion of
other aetiologies.

Physical and health implications of PCOS including menstrual irregularity, anovulatory subfertility,
hyperandrogenic symptoms and metabolic disturbances like hypertension, diabetes mellitus,
hyperlipidaemia and obesity. Obese patients should be advised to reduce weight, which can improve
spontaneous or induced ovulation and hence fertility, reduce obstetric risks, as well as improve other
metabolic profiles in general. Weight reduction should be achieved by diet and exercise. In the long
term, regular monitoring of blood pressure, body weight, blood sugar (by an oral glucose tolerance test)
and lipids is advised.

Chronic anovulation is associated with an increased risk of endometrial hyperplasia and cancer due to
unopposed oestrogen exposure. Combined oral contraceptive (COC) pills can provide good cycle control,
protects the endometrium, provides contraception if there is no fertility wish, and lowers free androgen
(by enhancing SHBG synthesis) hence ameliorating hyperandrogenic symptoms. Alternatively, periodic
progestogen treatment can be used to induce withdrawal bleeding in case of amenorrhoea for more
than 2-3 months.

Acne and hirsutism can be ameliorated by cosmetic measures, dermatological therapy or COC pill;
occasionally a more potent anti-androgen may be required. Treatment of hirsutism may take 6 months
or more to show appreciable effects.

Letrozole or clomiphene citrate can be used as the first-line therapy for ovulation induction, with the
former being more effective. Monitoring by ultrasound is advisable, at least in the first treatment cycle,
with dose adjustment when needed. The optimal dose can be maintained for at least 6 ovulatory cycles.
Multiple pregnancies have been reported in 8-10% of clomiphene treatment cycles. Metformin alone is
less effective as first-line fertility treatment, but may serve as co-treatment with clomiphene for those
who are obese or clomiphene-resistant. Laparoscopic ovarian drilling or gonadotrophin induction can be
a second-line treatment for clomiphene resistance. In vitro fertilisation can be reserved for those who
failed ovulation induction as above, or for those who have other concurrent indications for it.
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LECTURE (3)

(SPONSORED BY ELI LILLY)

Considerations when choosing between type 2 diabetes
therapy: the role of once-weekly GLP-1 RA

Professor Michael Cummings

Honorary Professor

Department of Diabetes & Endocrinology

Portsmouth Hospitals NHS Trust Queen Alexandra Hospital
UK

Type 2 diabetes is associated with the triad of insulin resistance, weight gain and hyperglycaemia that
increases microvascular and to a lesser extent cardiovascular (CV) risk. Newer therapies have needed to
address these issues since traditional glucose lowering therapies did not reduce CV risk and many were
associated with weight gain.

GLP-1 RAs offer a newer alternative approach that can simultaneously impact upon weight loss and
reduce CV risk alongside their glucose lowering properties with low intrinsic risk of hypoglycaemia.
GLP-1 RAs with proven cardiovascular benefits is now recommended for type 2 diabetes patients with
established atherosclerotic cardiovascular disease or with indicators of high risk for cardiovascular
disease (target organ damage or multiple risk factors) by the latest European Association for the Study
of Diabetes (EASD) guidelines treatment algorithm. The recent REWIND study has shown for the first
time that a GLP1-RA can reduce CV risk in primary prevention as well as individuals with established CV
disease.

Compared to daily injections, once weekly GLP-1 RA such as dulaglutide is an appealing treatment
options owing to their reduced dosing frequency and ease of use, which might help improve treatment
adherence and persistence. This presentation will provide an overview of clinical trial evidence and real
world data regarding the role and practical use of GLP-1 RA for type 2 diabetes management.
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LECTURE (4)

(SPONSORED BY NOVARTIS)

Managing familial hypercholesterolemia: achieving
optimal treatment targets

Professor Frederick Raal

Head
Division of Endocrinology & Metabolism
University of the Witwatersrand

South Africa

Severe familial hypercholesterolemia (FH) remains a difficult condition to treat. As a result of markedly
elevated LDL-cholesterol levels from birth, subjects with severe FH suffer from accelerated, premature
atherosclerotic cardiovascular disease often resulting in premature death. However, over the past three
decades there have been remarkable advances in treatment for this condition. Lipid lowering therapies
which act mainly by upregulating LDL receptor function, such as high intensity statin, and ezetimibe
form the backbone of treatment but this combination is not sufficient to attain LDL-cholesterol targets
in the majority of FH subjects. The addition of PCSK9-inhibitor therapy has revolutionized the treatment
of severe FH. Monoclonal antibodies directed against PCSK9 are effective and have been shown to reduce
the cardiovascular event rate in large outcome studies, but this therapy needs to be administered every
two weeks or monthly. Inclisiran, a small interfering double stranded RNA (siRNA) harnesses the natural
process of RNA interference and inhibits the production of PCSK9 by hepatocytes “(turns off the tap”)
and because of its long duration of action only needs to be administered subcutaneously 6 monthly.
Overcoming the challenges of severe FH has been a long and difficult journey, but with the treatment
options now available, the future for severe FH looks bright.
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PLENARY LECTURE (1)

Advances in the management of Graves’ disease

Professor Marius Stan

Consultant

Department of Internal Medicine
Mayo Clinic

USA

The management of Graves disease (GD) is undergoing a reevaluation. We continue to use long
established therapies - radioactive iodine (RAI), surgery and antithyroid drugs (ATD) but we are looking
differently at their outcomes and the long term implications of each therapy.

We’re seeing an increase in use of ATD as primary therapy over the last 10 years, in parallel with a
decrease in the use of RAI. At the same time we’re seeing an increased use of long-term ATD (beyond
24 months of therapy) if the initial therapy has not beed followed by remission. Both these trends are
very likely related to concerns about quality of life in patients with hypothyroidism, as well as concerns
about the potential risks assciated with RAI. The utilisation of surgery has remained stable ver the years.

We are also seeing major advances in regard to the major complication associated with Graves disease,
thyroid eye disease (TED) or Graves orbitopathy (GO). Teprotumumab has become an effective therapy
for patients with active and moderately-severe disease combined with significant proptosis. The place
of teprotumumab in the algorithm of TED management is currently being defined by a number of
professional societies.

The succes of teprotumumab therapy along with advances in the technical ability to create monoclonal
antibodies against various targets, is spurring a number of pharmaceutical companies to pursue
aleternative therapies for GD and TED. It is very likely that our future approach against these entities
will be much more specific towards their actual pathophysiology. Hopefully these approaches will also
be able to avoid long term hypothyroidism as a consequence of GD therapy.
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LECTURE (5)

(SPONSORED BY BOEHRINGER INGELHEIM)

The cardiorenal side of SGLT2 inhibitors: exploring
advances from type 2 diabetes to heart failure

Professor Jennifer Green

Associate Professor
Department of Medicine
Duke University

USA

Heart failure is a widespread condition affecting 60 million people worldwide and expected to increase
as the population ages. There is currently a high unmet need in the treatment of heart failure, as
approximately half of all those diagnosed are expected to die within five years. Diabetes, cardiovascular
disease, and chronic kidney disease (CKD) are often intercorrelated, suggesting the importance of
cardio-renal-metabolic approach in managing these patients. Sodium-glucose cotransporter 2 (SGLT2)
inhibitors, are oral anti-hyperglycemic agents that have shown cardiorenal benefits in patients with type
2 diabetes mellitus (T2DM), and results are replicated in more recent trials in heart failure population.

In EMPA-REG OUTCOME trial, empagliflozin demonstrated significant benefits in 3-point MACE,
cardiovascular (CV) death, hospitalization for heart failure and all-cause mortality. In addition to the CV
benefit, empagliflozin also reduced the risk of developing incident or worsening nephropathy.

In two trials targeting on patient with heart failure with reduced ejection fraction (EMPEROR-Reduced)
and those with preserved ejection fraction (EMPEROR-Preserved), empagliflozin demonstrated significant
risk reduction in the primary endpoints of hospitalization for heart failure or CV death versus standard
of care, regardless of diabetic status or left ventricular ejection fraction. Added that, both trials showed
a slower decline in kidney function in patients on top of standard of care.

The largest and broadest SGLT2 inhibitor trial in CKD to-date, EMPA-KIDNEY, has been recommended to
stop early due to the evidence that empagliflozin is more effective than the placebo in reducing risk of
primary endpoint.

In this lecture, clinical evidence along the cardio-renal-metabolism axis, and recent international

guideline recommendations on the use of SGLT2 inhibitors in optimal heart failure treatment will be
discussed.
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SYMPOSIUM (2A)

COVID-19 and diabetes

Professor Andrea Luk

Professor
Department of Medicine & Therapeutics
The Chinese University of Hong Kong

Coronavirus disease 2019 (COVID-19) caused by severe respiratory syndrome coronavirus 2 (SARS-CoV-2)
has evolved into a global catastrophe affecting over 610 million people with a death toll of more than 6
million. People with diabetes are more vulnerable to severe complications and have a two-fold excess risk
of death from acute COVID-19, with the hazards being higher in type 1 than type 2 diabetes, in younger
than older age groups, when compared with people without diabetes. There is growing recognition that
COVID-19 has health manifestations beyond the respiratory system. Past exposure to SARS-CoV-2 may
worsen metabolic control in people with diabetes or cause dysregulation of glucose metabolism in those
without diabetes. Notably, a rise in diabetic ketoacidosis during the pandemic raised concerns that SARS-
CoV-2 may induce diabetes. Large epidemiological studies reported an increase in burden of incident
diabetes which persisted for up to 12 months after the initial viral exposure. Some proposed direct
effects of viral infection on insulin function, insulin secretion and autoimmunity targeting pancreatic
beta-cell islets, although these associations have not been fully substantiated. Changes in eating habits
and physical behaviour as well as psychological stress may also add to the risk of developing diabetes.
Lastly, interruptions of health services delivery and delay in seeking medical care due to concerns about
contagion will adversely affect disease control in people with chronic conditions including diabetes, with
long-term sequelae. The full health impact of COVID-19 on our population is yet to be determined, and
ongoing monitoring and review are required as new strains emerge, as herd immunity and vaccination
coverage builds, and as our societal behaviour moves to a new state.
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SYMPOSIUM (2A)

COVID-19 and thyroid

Dr. David Lui

Clinical Assistant Professor
Department of Medicine
The University of Hong Kong

Now entering the third year of the COVID-19 pandemic, more than 600 million people worldwide have
been infected by COVID-19, resulting in more than 6.5 million deaths. COVID-19 is associated with both
pulmonary and extra-pulmonary manifestations. Case reports of autoimmune thyroid disorders and
subacute thyroiditis following COVID-19 infection have suggested the potential of SARS-CoV-2 to cause
thyroid dysfunction.

Local data showed that abnormal thyroid function occurred in around 15% of COVID-19 patients, with the
commonest pattern being non-thyroidal illness syndrome, which in turn carries prognostic significance in
COVID-19. As the number of COVID-19 survivors is growing, long COVID is an emerging public health issue.
While thyroid function and autoimmunity do not appear to play a significant role in manifestations of
long COVID, interferon beta-1b, which has been used in COVID-19 treatment, is associated with modest
changes in thyroid autoimmunity. Based on all the existing evidence, recommendations regarding thyroid
evaluation post-acute COVID-19 will be discussed.

COVID-19 vaccination has demonstrated efficacy in protecting against COVID-19-related adverse
outcomes. Cases of thyroid dysfunction following COVID-19 vaccination have raised concerns, especially
among people with thyroid disorders. Nonetheless, case reports do not establish causality. Using local
population-based registry and cohort studies, we have evaluated the thyroid-specific outcomes among
COVID-19 vaccine recipients with or without known thyroid dysfunction, providing reassuring data to
support COVID-19 vaccination.
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SYMPOSIUM (2B)

Calcium: when it gets too high and too low

Dr. Joanne Lam

Honorary Clinical Assistant Professor
Department of Medicine
The University of Hong Kong

Calcium is required for the proper functioning of muscle contraction, nerve conduction, hormone release,
and blood coagulation. Calcium metabolism is regulated by concentrations of circulating PTH, vitamin
D, and, to a lesser extent, calcitonin. Disorders of calcium metabolism are frequently encountered in
clinical practice. In this talk, the clinical manifestations, etiology, diagnostic approach and management
for hypercalcemia and hypocalcemia will be presented.
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SYMPOSIUM (2B)

Role of combination T4 and T3 replacement in the
management of hypothyroid patients

Dr. Alan Lee

Associate Consultant
Department of Medicine
Queen Mary Hospital

Levothyroxine monotherapy (LT4), titrated to maintain thyroid stimulating hormone (TSH) within an
euthyroid reference range, represents the standard treatment of primary hypothyroidism due to various
aetiologies. For most patients this well-established approach is successful in resolving symptoms of
hypothyroidism, and in preserving long-term outcomes and quality of life. However, a significant minority
are persistently symptomatic despite normalization of TSH levels. This usually results in poor quality of
life and creates significant tension in doctor-patient relationship.

Several postulations have been proposed to explain patient dissatisfaction with LT4 monotherapy.
Normal TSH level may not guarantee normal serum free triiodothyronine (fT3) level or euthyroid states
in all target tissues (e.g. cholesterol, energy expenditure). The optimal set point for thyroid hormone
homeostasis can be highly individualized, therefore population-based laboratory reference ranges may
not adequately guide thyroid hormone replacement. Certain polymorphisms in type 2 deiodinase (DI0O2)
were associated with reduced DIO2 activity, which may explain impaired peripheral T4 to T3 conversion
in susceptible patients.

LT4/T3 combination has been the main alternative approach when hypothyroid patients are not satisfied
with LT4 monotherapy. Overall, individual randomized controlled trials and recent meta-analyses failed
to demonstrate clear or consistent benefits from adding T3 to LT4 therapy. Nonetheless, considering
the limitations in these trials, potential benefits of LT4/T3 combination in selected patients cannot be
excluded. This presentation will summarize the controversy and updated evidence of LT4/T3 combination,
as well as outline the practical approach on the “when and how” of LT4/T3 combination.
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LECTURE (6)

(SPONSORED BY OTSUKA)

Best practices for management of hyponatremia and SIAD

Professor Joseph Verbalis

Chief
Division of Endocrinology & Metabolism
Georgetown University

USA

Treatment of the hyponatremic patient with the syndrome of inappropriate antidiuresis (SIAD) presents
a clinical challenge, particularly in the presence of comorbidities. In contrast to patients with congestive
heart failure (CHF), the hyponatremic SIAD patient is clinically euvolemic, without excess sodium
retention. This allows therapeutic options that are not feasible in patients with hypervolemia, such as
CHF. Currently available treatment options for SIAD include fluid restriction, administration of hypertonic
saline, loop diuretics with NaCl tablets, demeclocycline, mineralocorticoids, urea, and vasopressin
receptor antagonists. However, all of these treatments have limitations and some may exacerbate
underlying comorbid conditions. Deciding among them requires knowledge of these limitations, as well
as careful monitoring of the rate of correction of the serum sodium concentration to prevent the osmotic
demyelination syndrome (ODS) from overly rapid correction of hyponatremia.

To define current best practices for managing hyponatremia and SIADH, the objectives of this presentation
are:

1. To appreciate the differential diagnosis of hyponatremic disorders, and particularly the criteria for
diagnosing SIAD;

2. To understand brain adaptation to hyponatremia via the process of brain volume regulation, and the
implications of this process for hyponatremic symptoms and ODS following correction of hyponatremia;

3. To review and update current guidelines for therapy of SIAD, particularly the appropriate use of
hypertonic saline, AVP receptor antagonists (vaptans), and urea, how these differ depending on the
etiology of the disorder, the duration of the disorder, and the presence of neurological symptoms;

4. To highlight new developments in hyponatremia, and particularly exercise-associated hyponatremia
and emerging data on falls, fractures and hyponatremia-induced osteoporosis.
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LECTURE (7)

(SPONSORED BY NOVO NORDISK)

Use of oral GLP-1 RA in diabetes management

Professor David Matthews

Emeritus Professor of Diabetes Medicine
Department of Medicine
University of Oxford

UK

The discovery of the incretin axis marked a fundamental change in the way that Type 2 Diabetes (T2DM)
can be treated. With continuous infusion GLP-1 has been known, for the last twenty years, to control
glycaemic excursions in an explicit glucose-dependent manner. But the half-life was a few minutes.
Continuous and dedicated research yielded both homologues (exenatide) and analogues (liraglutide)
of the protein, with half-lives of many hours, that could be injected. These were approved for medical
use in 2005 and 2009 respectively. Further research demonstrated that the duration of action could be
extended to allow once weekly administration and so semaglutide, with a half-life of about seven days,
was approved in 2017.

But semaglutide is a protein and so is given by weekly injection. If it is taken by mouth, like all proteins,
it is converted to amino acids in the gut. A tiny amount will penetrate the stomach wall giving a
bioavailability of <0.01% - a non-starter for clinical use. But using an absorption enhancer to bring the
bioavailability up to 1%, with the industrial capacity to manufacture 100 times more than would be
needed by injection, and giving the semaglutide daily to allow for fluctuations in absorption, meant that
oral semaglutide became a reality in 2019.

So in clinical use we now have an oral agent that is truly glucose-dependent in its action to control
glycaemia, and which has many additional beneficial effects. Oral semaglutide reduces weight (and
can indeed be used in non-diabetic obesity), encourages reduced food intake, decreases lipogenesis,
increases insulin sensitivity, decreases cardiovascular disease, and decreases inflammation.

This lecture will address the details of what we now understand about oral semaglutide, and how
and when it can be used in clinical practice. Oral semaglutide can be regarded as one of the sentinel
breakthrough in therapeutics for Type 2 diabetes of the 215t century.
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LECTURE (8)

(SPONSORED BY SANOFI)

Advancing therapy using fixed-ratio combination of basal
insulin and GLP-1 RA in suboptimally controlled basal
insulin-treated type 2 diabetes

Dr. Ingrid Mak

Associate Consultant
Department of Medicine

Queen Elizabeth Hospital

The large heterogeneity and disease complexity of Type 2 Diabetes (T2D) have created a significant
interest in developing new drug treatments that address various biological mechanisms involved in its
pathophysiology, and prompted a push towards more personalized use of these medications. Despite
the increasing use of more modern oral drugs like DPP4i and SGLT2i nowadays, there are still a number
of patients with significant hyperglycaemia requiring insulin therapy.

For patients on basal insulin with inadequate disease control, treatment intensification using combination
therapy should be considered. The addition of pre-prandial insulin (as bolus or a component of premixed
insulin) has been traditionally adopted as the next step. However, this approach of > 2 insulin injections
causes much inconvenience to patients ultimately leading to clinical inertia and non-adherence, as well
as undesirable side effects from high dose insulin therapy including hypoglycaemia and weight gain.

The ADA guideline recommends consideration of early combination therapy using basal insulin with
a GLP1-RA in some patients at treatment initiation to extend the time to treatment failure. For those
already using basal insulin, combination therapy with a GLP-1RA is recommended for greater efficacy
and durability of treatment effect. Such approach could theoretically correct multiple defects in
the pathophysiology of T2D and preserve pancreatic B-cell functions. Additionally, this combination
might mitigate some of the side effects of insulin (hypoglycaemia and weight gain) and GLP-1RAs
(gastrointestinal upset). Two different once-daily, fixed ratio combination (FRC) products containing
basal insulin plus a GLP-1RA are available: insulin glargine U100 plus lixisenatide (Soliqua/ iGlarLixi) and
insulin degludec plus liraglutide (Xultophy/ iDegLira). These FRC therapies are easier to administer than
multiple injections and complex insulin regimens, thereby improving drug compliance and convenience.

SoliMix trial compared the efficacy and safety of once-daily iGlarLixi with twice-daily premixed BIAsp
30 in T2D patients suboptimally controlled with basal insulin plus 1-2 oral anti-diabetic drugs [Diabetes
Care 2021;44:2361-2370]. At 26 weeks, iGlarLixi was both non-inferior and superior for HbA1c reduction
versus BIAsp 30 (P < 0.001), and iGlarLixi was also superior to BIAsp 30 for body weight change (mean
difference -1.9 kg). Lower incidence of hypoglycaemia was also observed in the iGlarLixi group. DUAL VIII
study compared the durability of IDegLira versus insulin glargine (IGlar) U100 in insulin-naive patients
inadequately controlled with oral anti-diabetic drugs [Lancet Diabetes Endocrinol. 2019;7(8):596-605].
Over 104 weeks, fewer patients in the IDegLira group met criteria for intensification (37% vs 66%, HR
0.45) compared to the IGlar U100 group. The median time to treatment intensification was beyond 2
years for IDegLira and around 1 year for IGlar U100. At 104 weeks, there were also significantly less
weight gain, more reduction in fasting plasma glucose, and lower rate of hypoglycaemia in the iDegLira
group. These trials demonstrated that the FRCs of basal insulin and GLP-1 RA could potentially produce
superior and more durable glucose lowering effects in both basal insulin-treated and insulin-naive
patients, with the additional benefits of body weight reduction and fewer hypoglycaemic episodes.

In this lecture, Dr. Mak will further elaborate on this promising approach of advancing therapy from an
optimal dose of basal insulin to one of these FRC agents, using some real case scenarios for illustration.
With the advancement in T2D drug treatments, most patients should be able to achieve optimal control
as long as they are cooperative in terms of lifestyle, drug choice and adherence.
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LECTURE (9)

(SPONSORED BY BAYER)

New approaches to delay CKD progression in diabetes:
battling inflammation and fibrosis

Professor Per-Henrik Groop

Chairman

Department of Internal Medicine
University of Helsinki

Finland

Diabetes is a high global disease burden. Approximately 40% of diabetic patients have chronic kidney
disease (CKD). Comorbid CKD further increases the risks for cardiovascular morbidity and mortality
compared with diabetes alone. Despite recent advances in the treatment, patients with CKD and type 2
diabetes are at high residual risk of cardiorenal events.

CKD progression in type 2 diabetes is driven by the combined effects of metabolic, haemodynamic and
inflammatory and fibrotic factors. Yet, the current therapeutic armamentarium to prevent CKD progression
in type 2 diabetes is limited to the control of blood pressure and glucose levels. Targeting inflammation
and fibrosis mediated by mineralocorticoid receptor overactivation is one of the potential therapeutic
approaches beyond traditional treatments focusing on primarily metabolic and haemodynamic factors.

Recent clinical studies have shown that non-steroidal mineralocorticoid receptor antagonist (MRA)
reduces the risk for kidney and cardiovascular events in patients with diabetic kidney disease. Non-
steroidal MRA differs from steroidal MRA in the structure and pharmacological properties. For instance,
the non-steroidal MRA finerenone has demonstrated a lower incidence of hyperkalaemia compared with
the steroidal MRA spironolactone. In this context, inflammation and fibrosis driven by mineralocorticoid
receptor can present a promising treatment target in the management of diabetic kidney disease.

32



PLENARY LECTURE (2)

Bone fragility in diabetes

Professor Serge Ferrari

Chairman

Department of Medicine
Geneva University Hospital
Switzerland

Diabetes is associated with an increased risk of fractures, yet the alterations and pathophysiological
mechanisms of bone fragility in this condition remain poorly understood. Epidemiological studies have
indicated that longer duration of disease, poor glycemic control and microvascular complications,
as well as insulin use increase fracture risk. Recent case-control studies and meta-analyses further
indicate that fracture risk increases with HbA1c above 8%, respectively decreases with HbA1c below 8%
in patients receiving metformin, but this relationship is abrogated in insulin users, which is explained by
an increased incidence of hypoglycemia and falls among the latter.

Bone turnover markers, including CTx, PINP and osteocalcin (OC), which are usually not elevated in
diabetes, do not seem to predict fracture risk in this condition. Regarding the structural bases of bone
fragility in diabetes, there is much controversy about the actual alterations that may explain increased
fracture risk. Several cohort studies using high-resolution pQCT have found a rather increased trabecular
bone volume, although this may partly be explained by an artifact due to cortical trabecularisation. In
contrast, cortical volumetric density and thickness appear to be decreased, and porosity increased,
among diabetics, leading to an overall decline of estimated bone strength (by FEA). Nevertheless the
importance and nature of a potentially increased cortical porosity in diabetes remains uncertain, as is
the relationship between structural alterations and fracture risk. Eventually, changes in the material
properties of bone, such as accumulation of AGEs in the bone matrix and altered collagen cross-linking
thereby, remains a possibility, further substantiated by a recent study on hip bone samples from diabetics,
but large-scale evaluation of this parameter in diabetics cohorts is still missing. Regarding treatment, so
far the only available data are sub-group analyses in limited diabetic subsets from osteoporosis trials,
suggesting similar effects of anti-resorptives and anabolics as in non-diabetics. However no study has
evaluated the efficacy and safety of osteoporosis drugs in diabetic bone disease.

In conclusions, diabetes is increasingly recognize as a major risk factor for fragility fractures. However
the evaluation of fracture risk in diabetics remains a challenge, as is the treatment of bone fragility in
this condition.
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Every patient has a different starting point T ‘ c

MEET HERTHERE ~— *%e¢

and help make her bones stronger

For your patients with very low T-score (e.g. less than -3.0) or with  For your partients with history of fragility fracture or low T-score
other serious risk factors, start with the sequence of EVENITY®  (e.g. less than -2.5) with other risk factors, start with PROLIA®
followed by PROLIA® to help build and protect her bone. to help strengthen her bone.?*

gre risk -38%

“saN\D imp ove,,,e”

Very High
Fracture Risk®

<-3.0

T-score?

High
Fracture Risk?®

<=-2.5

T-score®

or
recent fracture
or
multiple fractures
or
fracture while on fragility fracture of
medication : e hip/spine

* The risk of hip fracture was lowered by 38% (41 of 2046 patients [2.0%] vs. 66 of 2047 patients [5.2%]; P = 0.02)in
*Indicators of very high fracture sk in patients with low bone density would include advanced age, frailty, glucocorticoids, very low T-scores, or increased fall risk. Patients who have been diagnosed with osteoporosis but are not at very high fracture risk are defined as high risk *

ARCH=Active-Controlled Fracture Study in is at High Risk; BMD=1 ineral density. ' )
1. Evenity Hong Kong prescribing i ion. March 2020. 2. Proli Hong Kong prescribing information. Aug 2020. 3. Camacho PM, et al. Endocr Pract. 2020:26(Suppl 1)

group than in the 1 groupin ARCH Study.!

Prolia Prescribing
Prolia Solution for Injection i inge 60 mg,

INDICATIONS Prolia s indicated for: ) treatment of with at high risk for fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or patients who have failed or are |ntmerant to other available osteoporosis therapy. ii treatment to increase bone mass in men with
osteoporosis at high risk for fracture, defined as a msturyof csleupomucfractuve or multiple risk factors for fracture; or p: failed or toother therapy i) lveatmem of gluce hrisk of fracture who are either iniating or continuing
systemic glucocorticoidsina Smgor greater of ande ocorticoids for at least 6 months. Highrisk of fracture s defined as a hist iple risk factors for fracture, or pati faneaor toother therapy;
iv) treatment to increase bone mass in men at high nskfur fracture receiving and rapy for prostate cancer. In these patients Prolia also reduced the |n(|d2n(2 of venenratfrmums v) treatment to increase bone mass in women at high risk for fracture re(elvlng adjuvant aromatase inhibitor therapy
for breast cancer, DOSAGE AND ADMINISTRATION The recommended dose of Proliais 60 mg admlmstered 25 single subcutaneous injection once every § months. Adminiter Prola via subcutaneous nection nthe upper arm, the upper thigh,orthe abdomen. All patients should receive caicum 1000 mg dally and atleast 400 1U
vitamin D daily. C ATIONS Hypocalcemi aswell toany mmpanent of the product. SPECIAL WARNINGS AND PRECAUTIONS FOR USE linically Prolia t dyspnea
throat tightness, facial and upper airway edema, pruritis, and urticaria ia and Mineral be exace the use of Prolia. P emia must be toinitiating therapy with Prolia. i I
renal impairment (creatinine clearance < 30 mL/min) or receiving dialysis. Concomitant use of calcimimetic drugs may worsen hypocalcemia risk and serum calcium shoum be cLosely monitored. Adequately supplement all patients with calcium and vitamin D. f the Jaw (om) O has been reported in patients recelvmg
Prolia, The start of tvealment or of anew course of treatment should be delayed in p inthe mouth. A dental entive yand an individual b isrec prior to treatment with Prolia in patients with concomitant isk factors. All patients
shouldbe doral hygiene, heck-ups, and report any oral symptoms such as dental mobility, pain or swelung. arnon- healing of sores or discharge during treatment with Prolia. While on treatment, invasive dental procedures should be performed with caution and avoided
in close proximity to Pruuz treatment. Atypical Subtrochanteric and Diaphyseal Femoral Fractures;: Atypical low-energy or low trauma fractures of the shaft have been reported in patients receiving Prolia. Patients should be advised to report new or unusual thigh, hip, or groin pain. Multiple Vertebral Fractures (MVF) Following
Discontinuation of Prolia Treatment: Following discontinuation of Prolia treatment, fracture risk increases, including the risk of multiple vertebral fractures. If Prolia treatment is discontinued, patients should be transitioned to an alternative therapy. Serious Infections: Serious infections leading to hospitalization were
reportedin clinical trial. Advise patients to seek prompt medical attention if they develop signs or symptoms of severe infection, including cellulitis. Dermamlnglc Adverse Reactions: Dermatitis, eczema, and rashes. Most of these events were not specific to the injection site. Consider Prolia if severe symptoms develop.
Musculoskeletal Pai: Severe and occaswnally incapacitating bone, oint, and/or muscle pain. Consider discontinuing use if severe symptoms develop. Suppression of Bone Turover: I clnical trials treatment with Prolia resuted n significant suppression of bone remodeling as evidenced by markers of bone tuover and bone
auditory canal: O: of th h Possiblerisk fact and and/or local risk factors such as infection or trauma. PREGNANCY AND LACTATION Pregnancy: Contraindicated. Breast-feeding:
Noinformation vegsmmg the presence of denosumab in human milk, the effects on the bveastfed infant, o the effects on mil production PEDIATRIC, GERIATRIC AND RENAL IMPAIRMENT Peciatric rola = nof recommended i pediatric patients younger than age 4 years. Geriatric; No overall differences in safety or efficacy were
observed n clnical studies between elderly atients and younger patients,and other reported clincal expertence has not dentifed diferences i responses between the eldery and younger patints, but reater sensitiity of some older indiduals cannot b ruled ou. Renal No dose adjustment is necessary in patients
with renal i E EFFECTS The most tions rept pi back pain, pain and cystitis. The most tions repor back
pain, arthralgia, and is. The most i i icoid-induc i ion, bronchiti The most c enti =10%) reactions reported with Prolia in patients with boneloss receiving androgen
deprivation therapy for prostate cancer or adjuvant aromatase inhibitor therapy for breast cancer are arthralgia in. Painin i pain have also been reported in clinical trials. The most common adverse reactions leading to disc
back pain and cc There is no exp: ith Prolia.

Abbreviated Prescribing Information Version: HKPROPI02
Please read the full prescribing information prior to administration and full prescribing information is available on request.
Prolia® s a registered trademark owned or licensed by Amgen Inc, its subsidiaries, or affiiates,

EVENITY
EVENITY® Solution for Injection in Prefilled Synngems mg/117 ml

INDICATIONS EVENITYis indicated in treatment of severe osteoporosis in postmenopausal women at hgh sk of fracture. DOSAGE AND ADMINISTRATION The recommended dose is 210 mg astwo injections of 105 mg each) once monthly for 12 months. Patients should be adequately
supplemented with calcium and vitamin D bef py, transition therapy i re to extend the benefit achieved with romosozumab beyond 12 months. Missed doses: I the romosozumab dose is missed, administer as soon asit can be
feasible. Thereafter, the given earlier the last i yin elderly patients. Renal i din patients with erum calcium should
or receiving dialysis. Hepatic impairment: No clinical trials have been conducted to evaluate the effect of hepatic impairment. Paediatric population: Th safety and effcacy of romosozumab in paediatrc patients (age <18 years) have not yet been established. No data are avaiable, Method of administration: Subcutaneous use. To
administr the Z10 mg dose, 2 Subcutaneous nfections of ramosozumab should be given o the abdomen. tigh,or upper arm. The second infection should be given immediately afte the first ane bt at 2 diferent njection site. Administration should be performed by an ndividual who has been trained n nfection techiigues.
ypersensitivity to the active or to any of the excipient: y of myocardial \nfarctlon o stroke. SPECIAL WARNINGS AND PRECAUTIONS FOR USE M dial i anincrease in serious cardiovascular events (myocardial infarction
and Slroke) has been chserved inromosozumab treated patients compared to controls, i touse patient, consi should be gwen to her fracture risk over the next year and her cardiovascular risk based on risk factors (eg. e disease,
llitus, smoking, age). hould ifthe prescriber and panem agree that the benefit outwei risk.If a pati tion or stroke during therapy, treatment Transient
hypocalcaemia ms been observed n patients receiving romosozumab, Hypocalcaemia should be corrected prior to ntiating therapy with fomosozumab and patients should be monitored: fuv slgns snd symptoms uf nypumuaemua Ifany pamem presents with suspected symptoms of hvpu(at(xemls during treatment, calcium levels
[eGFR]15to 29 ml/min/1.73 m2) or receiving dialysis are at greater risk of developing y hes: significant
reactions, including ang erythema multiforme, and urticaria occurred in the romosozumab group in clinical trials. If an snaphylac(l( or other clinically significant auergm reaction oceurs, appropriate therapy shnuld be initiated and use of ahould be discontinued. Osteonecross of the jaw:
o is of the jaw (ONJ), has been reported rarel Al patient: ouraged ntal check-ups, and immediately report any oral symptoms such as dental mobility, pain or swelling or non-healing of sores or discharge during treatment with
romasozumab, Patients who are suspected of having of who develop NI while on romosazumah should recelve care by a dentist or an aral surgeon with expertise In GNI. Discontinuation of rmosozumab therapy shaul be considered unflthe eondition resalves and contributing isk factors are mitigated where possible.
Atypical femoral fractures: Atypical low-energy or low trauma fracture of the femoral shaft, which can occur spontaneously, has been reported rarely in patients receivgy wmosuzumab Any patient who presents with new or unusual thigh, hip, or groin pain should be suspected of having an atypical fracture and should be evaluated to
rule out an incomplete femur fracture. Patient presenting with an atypical femur fracture should also be assessed for symptoms and signs of fracture n the imb. of therapy should be considered, based on an individual benefit-risk assessment. Sodium content: This medicinal product contains.
less than1mmol sodium (23 mg) per dose, that s to say INTERACTIONS N tion studies have been per inetic drug interactions are expected with romosozumab. PREGNANCY AND LACTATION Pregnancy: Romosozumab is not indicated for use in women of
child-bearing potential or in pregnant women. There are no data from the use of romosozumab in pregnant women. A isk for malformations of developing digits in the human foetus is low following romosozumab exposure due to the timing of digit formation in the first trimester in humans, a period when placental transfer of
islimited. Breast-| feedmu is not indicated for use n breast-feeding women Ho data are avallale on excretion of romosazumab I human ik Human IgGs are known fo be excretedin breast milk during the firt few days after birh, which s decreasing to low concentraions soon afterwards;
arisk infant cannot be e period, ctof fertilty. acti
(13.6%) and arthralgia (12.4%). Hypersensmv\ty related reactions occurred in6.7% of patients treated wi i (0% of patients treated with romosozumab) Inrandornised controlled studies, an increase n serious :ard\ovascmar events (myocardialinfarction and stroke) has been
sbserved Inromosozumab reated patients compared o controls, Adversreactions ae presented norder of decreasing seri by System Organ Class: Infecti P inu y,Rash, Dermaits,Urticri
ataract; Cardiac ardialinfarction; d connective tissue di Arthralgi Neckpam Muscle spasms; site jection site reactions OVERDOSE Thereis no

Date of Approval: 21 Sep 2022
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experience with overdose in et

Please read the full prescribing information prior to administration and full prescribing information is available upon request. AMGEN Hong Kong Limited
EVENITY® is a registered trademark owned or licensed by Amgen Inc, its subsidiaries, or affiliates. @ Suites 407-12, 4/F, One Island East,
For medicalinquiries or to report adverse events/product compliant, please contact 800 961142 or email medinfo JAPAC®amgen.com %erzfiii”)fag{é’ ﬁ?}guangf yﬁ »105”2% gggg 2820
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% Xarelto

rivaroxaban

RIVGO-DM @

New Real-world Findings Confirm the Efficacy and
Safety of Xarelto® in Patients with NVAF and Diabetes'?

RIVQ-DM @
NVAF and diabetes
cohort analysis

Bl EXTRA

‘GRANDAD’ JOKES

THANKS TO THE PROTECTION YOU PROVIDE
FOR YOUR PATIENTS WITH NVAF

s N 3 ‘ i

REDUCED RISKS WITH XARELTO® vs WARFARIN

Composite Outcome’

9%

SSE/CV death Need for dialysis

or renal transplant?

Diabetes-related Complications

0> 00

§19% §15% J15% J20% § 28%

MALE?

Bleeding Events'

Major
bleeding

Any type of

diabetic retinopathy? e

RIVA-DM study was a cohort analysis within the US Optum® De-Identified EHR dataset between 2010 to 2019. It included patients with NVAF and diabetes: 32,078
patients on Xarelto® and 83,971 patients on warfarin. Patients had follow-up data for an average of 2.9 years. The primary efficacy and safety outcomes were incidence
rates of developing the composite of SSE/vascular death or major/CRNM bleeding resulting in hospitalization.

CRNM=clinically relevant non-major; CV=cardiovascular; ICH=intracranial hemorrhage; MALE=major adverse limb events; NVAF=non-valvular atrial fibrillation;

SSE=stroke/systemic embolism.

References: 1. Coleman Cl, et al. Thromboembolism, bleeding and vascular death in nonvalvular atrial fibrillation patients with type 2 diabetes receiving rivaroxaban
or warfarin. Cardiovasc Diabetol 2021;20:52. 2. Costa 05, et al. Kidney, limb and ophthalmic complications and death in patients with nonvalvular atrial fibrillation and
type 2 diabetes prescribed rivaroxaban or warfarin: an electronic health record analysis. EHRA Congress. 2325 April 2021. 3. Costa 05, et al. Ophthalmic complications
in patients with nonvalvular atrial fibrillation and type 2 diabetes prescribed rivaroxaban or warfarin. EHRA Congress. 23-25 April 2021.

Mh!ﬂmnn‘lSmgfnmngan
{Please refer to the full prescribing information before prescribing)
mﬁmmwmwmwﬁmnongmmwmmmlmwﬂum croscarmellose sodium,
sodium stearate, macrogol 3350, titanium dicxide (E171), iron oxide red
(E“'Z] Wwﬂmﬁwﬁwmdmﬁuﬂ embolism in ients with non-valvular atrial fibrillation
{NVAF) with one or mare risk factors, such as congestive heart failure, hypertension, age = ?‘Smﬁmmlm_s,mwww
transient ischaemic lmwmklnmmﬁlh (recommended maximum dose). Treatment of deep vein
thrombosis (DVT) and pulmonary embolism (PE) and prevention of recurrent DVT and PE in adults: The recommended dose for the initial
treatment of acute DVT or PE is 15 mg twice daily for the first three weeks followed by 20 mg once daily for the continued treatment
and prevention of recurrent DVT and PE. When extended prevention of recurrent DVT and PE Is indicated (following completion of at
least 6 months therapy for DVT or PE), the recommended dose is 10 mg once daily. A dose of 20 mg once daily should be idered

mldnawmﬁmdmmmw15mehmnm3mhwWMluunmdedduu
20 mg once daily, When the recommended dose is 10 mg once daily, no dose adj from the d dose is
umedcimaldauiupwemsmthmru\almpamwmaunmdemls 29 ml/min} indicate that rivaroxaban plasma
therefore, Xarelto s to be used with caution in these patients. Use s not recommended in
paﬂmmmmlnludearm-\:limlnf to the active sub: any of the exip
mmnmmsrymmtmm;muwmllmnwmwmwmmmlmm
any other anticoagulants except under specific of switching lant therapy or when heparin is
dmmdmmwmmmnmwmlmmmmmhq)aﬁcdmumdahedvdﬂlmgulopamand
dncallynlmnNeedigﬁskmﬂlgarrhnhcpamsmmmldPug!lhhdt.prequandbreaslked‘ngMrlhpand

mpaﬂummhhd:mkhmmmnlmmsmmmbombnlmmglnmkw undergoing elective hip or knee replacement
surgery: The recommended dose is 10 mg once daily. The initial dose should be taken 6 to 10 hours after surgery, provided that
has been estat For patients undergoing major hip surgery, a treatment duration of 5 weeks is recommended. For
Wuummnwhwwwawﬁnmdzmhsmaﬂedmﬂhwumm
coronary i ion (PCI) with stent placement: There is limited experience of a reduced dose of 15 mg
Xanmmﬂk{wlﬂmh&hmdﬂyhpﬁmmmww[cmmdmmﬂ -ﬁml.rmlnlln
addition to a P2Y12 inhibitor for a maximum of 12 months in patients with non-valvular atrial
tion and undergo PCI with stent Renal No dose ismmqlnmﬁomvﬂﬁmidml
impairment {creatinine clearance 50 - 80 mlfmin). In patients with moderate (creatinine dearance 30 - 49 mifmin) or severe (¢

Clinical ill in line with practice is the treatment period. Mot
recommended: in patients receiving concomitant systemic treatment with strong concurrent CYP3A4- and P-gp-inhibitors, i.e. azole
antimycotics or HIV protease inhibitors; in patients with increased bleeding risk; in patients with severe renal impairment (creatinine
cluam<15mhﬁhhmwmlﬁmmammumhﬁdm in patients below 18 years of age, in
jpatients with prosthetic heart valves, in patients treated with d in NVAF-PC] patients with a history of
strokeftransient ischemic attack, Use with caution: ﬂmwfumﬂnfulp!mﬁnghfmwm Xarelto contains lactose.
Undesirable effects: Common: anaemia, dizziness, headache, eye yp epistas, ply:

pains, dy

gingival bleeding, g tract and ia, nausea,
dIarrhnel vomhing. pcurhns. rash, ecch i and sub rrh pain in extremity, urogenital tract
h i d general stmm and energy, increase in transaminases

clearance 15 - 29wmrﬂmlmmmlhehlo\ﬂngdosage apply: For the of stroke and systemic
ibolism in patients with Ivular atrial fibrillation, the ded dose is 15 mg once daily. For the treatment of DVT,

fever, renal i | oedema, d
post-procedural haemorrhage, contusion, wound secretion. Other undesirable effects (uncommon, rare, frequency not known): please
refer to the full prescribing information.

Bayer HealthCare Limited

14/F, Oxford House, Taikoo Place, 979 King's Road, Quarry Bay, Hong Kong

Tel: (852) 8100 2755 Fax: (852) 3526 4752 Website: http://www.bayer.com
Copyright © Sep 2021 Bayer Healthcare Limited. All rights reserved.




SPARK THE trulicity S

M OTIV ATI o N dulaglutide injection once weekly
0.75mg/0.5mL, 1.5 mg/0.5 mL
FOR CHANGE

Help your T2DM patients to start and stay on once-weekly Trulicity

Sa =,

£

/A

b

trulicity. 0.75mg

Choose Trulicity as 1 Injectable with All-round Benefits

Powerful HbA1c Proven CV benefit Simple once-weekly Better adherence
reduction’* in patients with or dosing in a shown in real-world
without established ready-to-use pen with studies vs. other
CvD23t hidden needle™*> GLP-1 RAs7#

* Trulicity 1.5 mg demonstrated statistically superior HbA1c reduction in patients with type 2 diabetes in 8 phase Il clinical trials vs metformin, sitagliptin, exenatide BID, insulin glargine, and/or placebo. Trulicity 1.5 mg demonstrated noninferior HbA1c reduction
vs liraglutide 1.8 mg, as well as noninferiority vs insulin glargine in patients with type 2 diabetes and CKD'.

t Trulicity 1.5 mg significantly reduced the risk of MACE-3 (composite of non-fatal MI, non-fatal stroke, or CV death) vs. placebo by 12% on top of standard of care. CV benefit was consistent across subgroups of patients with and without established CVD?3.

1 In real-world studies, ~40% more patients with T2DM were adherent to once-weekly Trulicity relative to once-weekly semaglutide?; Moreover, persistence with Trulicity was the highestamong GLP-1 RAs including twice-daily exenatide, once-weekly exenatide,
liraglutide and lixisenatide’.

BID=twice daily; CKD=chronic kidney disease; CV=cardiovascular; CVD=cardiovascular disease; GLP-1 RA=glucagon-like peptide-1 receptor agonists; HbA1C=haemoglobin A1c; MACE=major adverse cardiovascular event; Mi=myocardial infarction; T2DM=type

2 diabetes mellitus.

References: 1. Trulicity Hong Kong Prescribing Information. 2. Gerstein HC et al. Lancet. 2019;394:121-130. 3. Gerstein HC et al. Diabetes Obes Metab. 2018;20:42-49. 4. Trulicity 0.75 mg Instructions for Use. 5. Trulicity 1.5 mg Instructions for Use. 6. Mody R et

al. Diabetes Obes Metab. 2021;23:106-115. 7. Divino V et al. Diabetes Ther. 2019;10:1067-1088.

Trulicity Abbreviated Prescribing Inf

Indication: Trulicity is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus as an adjunct to dietand exercise: 1. as monotherapy when metformin is considered inappropriate due to intolerance or contraindications 2. in addition
to other medicinal products for the treatment of diabetes. Dosage: Adult Monotherapy: 0.75 mg once weekly. Add-on therapy: 1.5 mg once weekly. Elderly =75 years old: Initially 0.75 mg once weekly. Renal impairment: No dosage adjustment s required in patients
with mild, moderate or severe renal impairment (eGFR <90 to =15 mL/min/1.73m2). Administration: To be injected subcutaneously in the abdomen, thigh or upper arm. It should not be administered intravenously or intramuscularly. The dose can be administered
atany time of day, with or without meals. € indications: Hyp itivity to dulaglutide or any of its excipients. Special Precautions: Do not use in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis. Do not administer IV. Acute
pancreatitis. Hypoglycaemia. Limited experience in patients with congestive heart failure. Adverse Drug Reactions: Abdominal distention, abdominal pain, acute pancreatitis, constipation, decreased appetite, dehydration, diarrhoea, dyspepsia, eructation, fatigue,
first-degree atrioventricular block, flatulence, gastroesophageal reflux disease, hypoglycaemia, injection site reactions, nausea, sinus tachycardia, vomiting. EUSPC210CT2019. Full prescribing information is available upon request.

Eli Lilly Asia, Inc.

Unit 3203-3206, 32/F, Chubb Tower, Windsor House, 311 Gloucester Road, Causeway Bay, Hong Kong
Tel : (852) 2572 0160 Fax:(852) 2572 7893 Website : www.lilly.com.hk
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Start your patient with TRESIBA":
Ultra-long duration of action-

@ Successful reductions in HbA:**
@ Significantly lower risk of hypoglycaemia versus glargine U100 *’
@ Flexibility in day-to-day dosing time when needed'

@ Significantly lower day-to-day variability in glucose-lowering effect
vs glargine U100 and U300 *°

@ Approved for a broad range of patients"
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Further information is available from - @ o J/lA \
. . Novo Nordisk Hong Kong Ltd. b J S —
Drwlng |r'! Unit 923A-928, 9/F, Trade Square, 681 Cheung Sha Wan Road, Kowloon, Hong Kong u : o i

change | diabetes  Tel:+8523725 1300 Fax: +852 2386 0800 www.novonordisk.com insulindegludec[rDNA origin] injection



SAMSCA?® is effective at raising serum
Na* in HF patients over 30 days'

Pooled analysis of SALT-1 and SALT-2,
mean change from baseline vs. placeb
(P<0.0001)*

3.5vs. 0.5 mEqg/L

SAMSCA® has a sig
on fluid balance ir

Mean net fluid bz
in patients with ba
Na* <135mEqg/

.y Indication®

SAMSCA?®. is_indicated for the treatmen
significant hypervolemic and euvolemic hyp
(serum sodium <125mEq/L or less marked hyponai
that is symptomatic and has resisted correction with fluid
restriction), including patients with heart failure and
Syndrome of Inappropriate Antidiuretic Hormone (SIADH).

*Results from pooled analysis of SALT-1 and SALT-2 in congestive heart failure subgroup. SALT-1 and SALT-2 were two phase 3 randomized, double-blind trials in which patients with chronic or intermittent hyponatremia (<135 mEq/L) in a euvolemic or hypervolemic

state were randomized to SAMSCA® (n=225) or placebo (n=223). SAMSCA® was started at 15 mg daily, then daily or less frequent titration to 30 mg daily or 60 mg daily as dictated by the individual subject serum sodium response. The two primary end points for all
patients were the change in the average daily area under the curve for the serum sodium concentration from baseline to day 4 and the change from baseline to day 30.!

References: 1.Integrated Summary of Efficacy of ptan for the Indication of Hyp
2.SAMSCA?® (tolvaptan) Hong Kong Prescribing Information revised Mar 2019.
HF: Heart failure; Na*: Sodium

ia (2007). Otsuka Phar ical D &C

Abbreviated Prescribing Information

SAMSCA (tolvaptan) 15 mg & 30 mg oral tablets. INDICATION: treatment of clinically significant hypervolemic and euvolemic hyponatremia [serum sodium <125 mEq/L or less marked hyponatremia that is symptomatic and has resisted correction with fluid
restriction], including patients with heart failure and Syndrome of Inappropriate Antidiuretic Hormone (SIADH). DOSAGE: Patients should be in a hospital for initiation and re-initiation of therapy to evaluate the therapeutic response. Too rapid correction of
hyponatremia (e.g., >12 mEq/L/24 hours) can cause osmotic demyelination. Recommended starting dose: 15 mg once daily. Dosage may be increased at intervals > 24 hr to 30 mg once daily, and to a maximum of 60 mg once daily. Limit use to 30 days to minimize
the risk of liver injury. Avoid fluid restriction during the first 24 hours of therapy. CONTRAINDICATION: Autosomal Dominant Polycystic Kidney Disease; Urgent need to raise serum sodium acutely; Inability of the patient to sense or appropriately respond to thirst;
Hypovolemic hyponatremia; Concomitant use of strong CYP 3A inhibitors e.g. clarithromycin, ketoconazole, itraconazole; Anuric patients; Hypersensitivity. SPECIFIC POPULATIONS: Only used during pregnancy if potential benefits justify the risk to the fetus. Avoid
use in patients with underlying liver disease. Not recommended for patients with CrCl <10 mL/min. WARNINGS AND PRECAUTIONS: Avoid coadministration with moderate CYP 3A inhibitors. Too rapid correction of serum sodium can cause serious neurologic
sequelae. Liver injury & discontinue treatment when patients develop symptoms indicative of liver injury. Dehydration and Hypovolemia. Co-administration with hypertonic saline not recommended. Avoid co-administration with CYP 3A inducers. Samsca may be
increased when co-administrated with P-gp inhibitors. Monitor sign of hyperkalemia and cautious when co-administrated with drugs that increase serum potassium. ADVERSE REACTIONS: Thirst, dry mouth, asthenia, constipation, pollakiuria or polyuria, &

hyperglycemia, pyrexia & anorexia. DRUG INTERACTIONS: CYP 3A inhibitors, grapefruit Juice, P-gp Inhibitors, rifampin and other CYP 3A Inducers, concomitant use increases digoxin AUC/Cmax. For details, please refer to the full prescribing information which is
available upon request (HK REVISED: 03/2019).

HKOP-SAM-202202-001

-
o Otfsuka Otsuka Pharmaceutical (H.K.) Ltd.

21/F, East Exchange Tower, 38 Leighton Road, Causeway Bay, Hong . Tel: 28816299 Fax:25775




Y2 LEQVIO®

(inclisiran) sy snL

DOSES A YEAR™ _roa

_ APPROVED?

_APPROVED? |

In ORION-10 (N=1,561), LEQVIO® demonstrated

LDL-C reduction in patients with established ASCVD4

PLACEBO +
0 f————mmebmmmegme———— e e ¢ Standard

of Care )
=20

LEGVIO® +

Standard

Mean LDL-C at baseline was 2.7mmol/L o

100 4 g . : .

% CHANGE LDL-C FROM BASELINE
£
o

(4] 3 & 9 12 15 7 18
Brimary
MONTHS and point

Patients in both study arms were on a maximally

tolerated statin.™*
5%
h 4

EFFECTIVE

In ORION-10 clinical trial,
LEQVIO® demonstrated LDL-C
reduction in ASCVD patients:*

Between-group difference of -52.3% (95% Cl: -55.7%, -48.8%;
P<0.001) refers to the difference between the placebo group
(1.0%) and the LEQVIO® group (-51.3%) at month 17.

"LEQVIC® is dosed initially, again at 3 months, and then once 3
every 6 months.! 3
'LDL-C reduction was maintained during each 6-month

dosing interval.! i -

Abbreviations: &

References: 1 W i C i t . d & inis 3 ¢ adults. httj
-human-drug b ; " 7
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Legvio® Impori
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For patients living with heart failure,

Time Is essential.

Make ENTRESTO your first choice in place of an ACEi/ARB
to help patients stay out of the hospital, live longer, and
feel better right from the start 12

Reverse cardiac remodelling, improve cardiac Your first choice in the hospital or Help your patients stay out of the
structure and function, and target HF via a unique outpatient setting, whether patients are hospital, live longer, and feel better, so
dual MOA that inhibits neprilysin and RAAS newly diagnosed or have worsening symptoms they have more time for what matters

“In place of an ACEi or ARB ACEi=angiotensin-converting enzyme inhibitor; ARB=angiotensin Il receptor blocker; HF =heart failure; MOA=mechanism of action;
ESC=European Society of Cardiology; AHA=American Heart Association; ACC=American College of Cardiology; HFSA=Heart Failure Society of America
REFERENCES: 1. McDonagh TA, Metra M, Adamo M, et al. 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure: Developed by the Task Force for the diagnosis and treatment of acute and chronic heart failure of ®
the European Society of Cardiology (ESC) With the special contribution of the Heart Failure Association (HFA) of the ESC. Eur Heart J. 2021;00:1-128. 2. Claggett B, Packer M, McMurray JJV, et al; for the PARADIGM-HF Investigators. Estimating the
long-term treatment benefits of sacubitril-valsartan. N Engl J Med. 2015;373(23):2289-2290. 3. Lewis EF, Claggett BL, McMurray JJV, et al. Health-related quality of life outcomes in PARADIGM-HF. Circ Heart Fail. 2017;10(8):e003430. 4.
ENTRESTO Summary of product characteristics. European Medicines Agency website. http://www.ema.europa.eu. Accessed 2018. 5. Solomon SD, CIaggeItB Packer M, et al. Efficacy of sacubitril/valsartan relative to a prior decompensation: The )
PARADIGN-H trial. JACC Heart Fail. 2016;4(10):816-822. 6. Velazquez EJ, Morrow DA, DeVore AD, et al; for the PIONEER-HF A prilysi inhibition in acute heartfailure. V Engl J Med. 2019;380(6):539- sacun"’nllvalsan’an
548. 7. Desai AS, Solomon SD, Shah AM, et al; for the EVALUATE-HF Investigators. Effect of sacubitril-valsartan vs enalapril on aortic snﬂness in patients with heart failure and reduced ejection fraction: a randomized clinical trial. JAMA
2019;322(11):1077-1084. 8. Wachter R, Senni M, Belohlavek J, et al; on behalf of the TRANSITION Initiation of tanin stabilised heart failure patients in hospital or early after discharge: primary

results of the randomised TRANSITION study. £ur J Heart Fail. 2019;21(8):998-1007. 8. Januzzi JLJr, Prescott MF, Butler J, et al; for the PROVE-HF Investigators. Association of change in N-terminal pro—b-type natriuretic peptide following initiation
of sacubitril-valsartan treatment with cardiac structure and function in patients with heart failure with reduced ejection fraction. JAMA. 2019;322(11):1085-1095. 10. Ramani GV, Uber PA, Mehra MR. Chronic heart failure: contemporary diagnosis

and management. Mayo Clin Proc. 2010;85(2):180-195. 11. Chandra A, Lewis EF, Claggett BL, et al. Effects of sacubitril/valsartan on physical and social activity limitations in patients with heart failure; a secondary analysis of the PARADIGM-HF 1 H
trial. JAMA Cardiol. 2018;3(6):498-505. 12. Heidenreich P, Bozkurt B, Aguilar D, et al. 2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure: A Report of the American College of Cardiology/American Heart Association Joint Committee e Ssen Ia n erven Ion
on Clinical Practice Guidelines. Circulations. 2022;101161CIR0000000000001062.

ENTRESTO tablets Important note: Before prescribing, consult full prescribing 50 mg film-coated tablets Each film-coated tablet contains 24.3 mg sacubitril and 25.7 mg valsartan (as sacubitril valsartan sodium salt complex). ENTRESTO 100 mg film-coated tablets Each
film-coated tablet contains 48.6 mg sacubitril and 51.4 mg valsartan (as sacubittil valsartan sodium salt complex). ENTRESTO 200 mg film-coated tablets Each film-coated tablet contains 97.2 mg sacubitril and 102.8 mg valsartan (as sacubittil valsartan sodium salt complex). Indications: Treatment of symptomatic
chronic heart failure (NYHA class 11-IV) in adult patients with reduced ejection fraction to reduce the risk of cardiovascular death and hospitalization due to heart failure. Dosage and Adults:*The starting dose of ENTRESTO is 100 mg twice daily. The dose should be doubled at 2-4
weeks to the target dose of one tablet of 200 mg twice daily, as tolerated by the patient. A starting dose of 50 mg twice daily is recommended for patients not currently taking an angiotensin-converting enzyme (ACE) inhibitor or an angiotensin I receptor blocker (ARB), and should be considered for patients previously
taking low doses of these agents. Geriatric patients: The dose should be in line with the renal function. « Pediatric patients: ENTRESTO has not been studied. Use of ENTRESTO s not recommended. +Renal impairment: No dose adjustment is required in patients with mild renal impairment (Estimated Glomerular
Filtration Rate [éGFR] 60-90 ml/min/1.73 m?); A starting dose of 50 mg twice daily is recommended in patients with moderate renal impairment(eGFR 30-60 mi/min/1.73 m?); A starting dose of 50 mg twice daily and caution is recommended in patients with severe renal impairment (éGFR <30 ml/min/1.73 m?)
Not recommended for patients with end-stage renal disease. *Hepatic impairment: No dose adjustment is required in patients with mild hepatic impairment (Child-Pugh A classification). A starting dose of 50 mg twice daily is recommended in patients with moderate hepatic impairment (Child-Pugh B classification)
or with AST/ALT values more than twice the upper limit of the normal range. In patients with severe hepatic impairment use of ENTRESTO is not recommended. +Method of administration For oral use. May be administered with or without food. Contraindications: * Hypersensitivity to the active substance, sacubitri,
valsartan, or to any of the excipients. »Concomitant use with ACE inhibitors. ENTRESTO must not be administered until 36 hours after discontinuing ACE inhibitor therapy. »Known history of angioedema related to previous ACE inhibitor or ARB therapy. *Concomitant use with aliskiren in patients with diabetes
mellitus or in patients with renal impairment (eGFR <60 ml/min/1.73 m?). + Second and third trimester of pregnancy. *Hereditary or idiopathic angioedema Severe hepatic impairment, biliary cirrhosis and cholestasis Warnings and precautions: +Dual blockade of the Renin-Angiotensin-Aldosterone System
(RAAS): ENTRESTO must not be administered with an ACE inhibitor due to the risk of angioedema. ENTRESTO must not be initiated until 36 hours after taking the last dose of ACE inhibitor therapy. If treatment with ENTRESTO is stopped, ACE inhibitor therapy must not be initiated until 36 hours after the last
dose of ENTRESTO. + The combination of ENTRESTO with direct renin inhibitors such s aliskren is not recommended. The combination of ENTRESTO with aliskiren-containing products is contraindicated in patients with diabetes melitus or in patients with renal impairment (eGFR <60 mi/min/1.73 me). «
ENTRESTO contains valsartan, and therefore should not be co-administered with another ARB containing product. » Hypotension: If hypotension occurs, temporary down-titration or of ENTRESTO is Dose adjustment of diuretics, concomitant antihypertensive drugs, and treatment of
other causes of hypotension (e.g. hypovolemia) should be considered. Sodium and/or volume depletion should be corrected before starting treatment with ENTRESTO. «Impaired renal function: Evaluation of patients with heart failure should always include assessment of renal function. Down titration of ENTRESTO
should be considered in patients who develop a clinically significant decrease in renal function. Caution should be exercised when administering ENTRESTO in patients with severe renal impairment (éGFR <30 mi/min/1.73 m?). «Hyperkalemia: Treatment should not be initiated if the serum potassium level is >5.4
mmol/l. Medications known to raise potassium levels (e.g. potassium-sparing diuretics, potassium supplements) should be used with caution. If clinically significant hyperkalemia accurs, measures such as adjustment of concomitant medicinal products, temporary down-titration or should be considered.
Monitoring of serum potassium is recommended especially in patients with risk factors such as renal impairment, diabetes mellitus, hypoaldosteronism, receiving a high potassium diet or mineralocorticoid antagonists. If serum potassium level is >5.4 mmol/l discontinuation should be considered. *Angioedema: If
angioedema occurs, ENTRESTO should be immediately discontinued and appropriate therapy and monitoring should be provided until complete and sustained resolution of signs and symptoms has occurred. ENTRESTO must not be re-administered. Patients with a prior history of angioedema were ot studied. As
they may be at higher risk for angioedema, caution is recommended if ENTRESTO is used in these patients. ENTRESTO must not be used in patients with a known history of angioedema related to previous ACE inhibitor or ARB therapy. Black patients may have increased susceptibility to develop angioedema. «Patients
with renal artery stenosis: Caution is required in patients with renal artery stenosis and monitoring of the renal function is recommended. +Patients with NYHA functional classification IV: Caution should be exercised. «B-type natriuretic peptide (BNP): BNP is not a suitable biomarker of heart failure in patients
treated with ENTRESTO. «Hepatic impairment: Caution is recommended when using ENTRESTO in patients with moderate hepatic impairment (Child-Pugh B classification) or with AST/ALT values more than twice the upper limit of the normal range. ENTRESTO is contraindicated in patients with severe hepatic
impairment, biliary cirthosis or cholestasis (Child-Pugh C classification). Pregnancy: The use of ENTRESTO is not recommended during the first trimester of pregnancy and is contraindicated during the second and third trimesters of pregnancy. Breast-feeding: It is not known whether ENTRESTO is excreted in
human milk. Because of the potential risk for adverse drug reactions in breastfed newborns/infants, ENTRESTO is not recommended during breastfeeding.  Adverse drug reactions: Very common (=1/10): + renal Comimon (=1/100 to <1/10): Anaemia, hypokalemia,
Hypoglycaemia, Dizziness, Cough, Headache, Syncope, Vertigo, Orthostatic hypotension, Diarrhoea, Nausea, Gastritis, Renal failure (renal failure, acute renal failure), Fatigue, Asthenia Uncommon (=1/1,000 to <1/100): Hypersensitivity, Dizziness postural, Pruritis, Rash, Angioedema. Interactions: +Concomitant
use contraindicated: aliskiren in patients with diabetes mellitus o in patients with renal impairment (éGFR <60 ml/min/1.73 m?); Use with ACE inhibitors: ENTRESTO must not be started until 36 hours after taking the last dose of ACE inhibitor therapy. ACE inhibitor therapy must not be started until 36 hours after
the last dose of ENTRESTO. Concomitant use not recommended: ARB containing products +Caution when used concomitantly with OAT1BL and OATP1B3 substrates(e.g. statins), PDES inhibitors (e.g. sildenafil), lithium, potassium-sparing diuretics (triamterene, amiloride) , mineral corticoid antagonists (e.g.

potassium salt substitutes containing potassium, other agents that may lead to increased serum potassium level (e.g. heparin), non-steroidal anti-inflammatory agents (NSAIDs) including selective cyclooxygenase-2 inhibitors (COX-2 Inhibitors), inhibitors of OATP1BI,
OATP1B3, OAT3 (e.g. rifampin, cyclosporine),0AT1 (e.g. tenofovir, cidofovir) or MPR2 (e.g. ritonavir), furosemide, nitrates (e.g. nitroglycerine), metformin. Packs: 50mg: 28's; 100mg: 28's and 56's; 200mg: 56's. Not all pack sizes may be marketed. Legal classification: P1S1S3. Ref: EMA Nov 2015. FULL
PRESCRIBING INFORMATION IS AVAILABLE UPON REQUEST.
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For adults with T2D uncontrolled on basal insulin + OADs

CHOOSE SOLIQUA™ FOR THE POWER TO GET TO TARGET

SoliMix supports the use of SOLIQUA'™ as a favourable alternative to premix
insulin when intensifying from Bl + OADs:"

The first HEAD-TO-HEAD, randomised controlled trial° comparing
SOLIQUA™ to premix insulin'

¥soLlaua
o
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SOLIQUA™ achieved SUPERIOR HbAlc REDUCTION and WEIGHT CHANGE with LESS HYPOGLYCAEMIA"
vs premix insulin’

SUPERIOR HbA1c REDUCTION SUPERIOR WEIGHT CHANGE

Relative reduction by

SOLIQUA™ vs premix
-18.2% -1.86 ka

LS mean difference (97.5% CI): LS mean difference
-0.2% (-0.4, -0.1)%; p<0.001° (95% CI: -2.28, -1.43); p<0.001

B
@[ SXMORE PATIENTS AT GOAL

ﬁ .? LEVEL-2
Nearly achieved HbAlc <7% HYPOGLYCAEMIA

without hypoglycaemia" and weight

-55%

(19.4% vs 7%, respectively; p<0.001). 0dds ratio (95% CI)
Odds ratio (95% Cl): 3.40 (2.18, 5.28) Rt L)

[\  LESS HYPOGLYCAEMIA

SOLIQUA™ is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus to improve glycaemic control
as an adjunct to diet and exercise in addition to metformin with or without SGLT-2 inhibitors.?

*SoliMix was a multicentre, open-iabel, paraliel group, rendomised, con ed trial to compare SOLIQUA™ vs BlAsp 30 in patients with T20 (n = 887) who failed to achieve glycaemic control with 81 and OADs. Primary endpoints were non inferiority of SOLIQUA™ vs Blasp 30
on HbAlc change from baseline to Week 26 and superiority of SOLIQUA™ vs BlAsp 30 on weight change from baseline to Week 26. Key secondary endpoints included proportion of patients reaching HbAlc target <7% without weight gain at Week 26: proportion of patients
reaching target without hypoglycaemia (plasma glucose <70 mg/dl) and welght gain at Week 26: and superiority of SOLIQUA™ vs BlAsp 30 in HbAlc reduction.'

tBiAsp 30 (30% insulin aspart + 70% Insulin aspart protamine).

lAdults who have been treated with any Bl combined with 1 or 2 OADs that could ba metformin alone or metformin + an SGLTZ Inhibitor.”

fiNon-inferiority p-value was calculated using a non-inferiority margin of 0.3%

wHypoglycasmia was defined as plasma glucose (PG) <70 mg/dl having occurred at any point within the 26-week trestment period. Post hoc analysis of nocturnal hypoglycssmia, defined as occurring between bedtime and waking, and between 00:00 h - 06:00 h, is not
Included here. Severs hypoglycaemia, an event requiring external assistance for recovery, was rare with only 1 episode for SOLIQUA™ and 2 in the premix insulin group. Overall safety and tolerability profiles of SOLIQUA™ and premix insulin wers consistent with the known
safety profile of sach product. Gastrointestinal (GI) discrders were more common in the SOLIQUA™ group vs premix insulin: nausea 7.7% va 0.0%, vomiting 1.1% va 0.2%, and 0.9% va 0.2%, "

qThe higher incidence of AEs observed for SOLIQUA™ ve premix insulln was due to nauses and led to treatment discontinuation in 0.5% of patie Over the 26-week treatment period, 32.6 % of SOLIQUA™ patients and 27.7% of premix insulin patisnts reported
trastment-smergent sdvarse svents; 2.7% ve 2.9%, respectively, reported serious adverss events. The rate of discontinustion due to any adverss event was 0.9% for each group.

B, basal insulin; CI, confidence interval; LS, least squares; DADs, oral antidisbetic drugs; SGLT2, sodium-glucose cotransporter-2; T2D, type 2 disbetes.
References: 1. Rosenstock J, et al, Diabetes Care. 2021:4¢210393. 2. SOLIQUA™ SmPC as of July 2020, 3. McCrimmon RJ, et al. Disbetes Obes Metab. 2021;23(6):1221-1231. 4. DoF 15017 study results.

Presentation: 100 units of insulin glargine and 33 micrograms lixisenatide in prefilled pan AND 100 units of insulin glargine and 50 micrograms lixisenatide in prefilled pen, Indications: For the treatmant of adults with insufficiently controlied type 2 diabetes mellitus to
improve glycasmic control as an adjunct to dist and sxercise in addition to metfarmin with or without SGLT-2 inhibitors. Dosage: The dose must ba individualised based on clinical response and is titrated based on the patient’s need for insulin. The lixisenatide dose is
. Administration: Subcutaneous injection in the abdomen, deltoid, or thigh, Injection sites should be rotated within

ive ar to any of the excipients. Patients with type 1 diabetes mellitus. Treatment of

ing information for guideines

on which pen is used. Plaase refer to the full presc
the cartridge of the pre-filled pan into a syrings. Contraindi Hyper vity to the »

increased or decreased along with i
the same region from one injection to the naxt. Soligua must not be drawn fro
diabetic ketoacidosis. Precautions: Elderly: Soliqua can be used in eiderty patients. Progressive deterioration of renal function may lesd to a steady decrease in insulin reg
disease. Frequent glucese manitoring and dose adjustment may be necessary in patients with mild to moderate renal impairment, Hepatic impairment: Frequent glucose monit
required. Advise patients to take precautions to avoid hypoglyceemia while driving and using machines. Di ntinue Soliqua if pancreatitis is suspected. Restart lixisenatide if acute pancreatitis is confirmed. Exercise caution in patients with pancreatitis history. Not
recommendad in patients with severe gastrointestinal disaase, Use with caution in patients receiving oral medicinal products that require rapid gastrointestinal absorption, Potential risk of dehydration. Use may causa formation of antibodies against insulin glargine and/or
lixisanatide. Always check pen label before each injection to avaid accidental mix-ups. Soliqua was not studied in combination with DPP-4 inhibitors, sulfonylurea, glinides, and pioglitazone. Interactions: Effects enhanced by anti-hyperglycasmics, ACEI, disopyramida, fibrates,
fluoxetine, MADIs, pentoxifylline, propoxyphans, salicylates, sulphonamide antibictics. Effects reduced by corticosterocids, danazol, diazoxide, diuretics, glucagon, isoniazid, oestrogens and progestogens, phencthiazine derivatives. somatropin, sympathomimatics, thyroid
hormenes, atypical antipsychotics and proteass inhibitors. Bata-blockers, cloniding, lithium or alcahol may either potentiate or weaken the effects of insulin, Pantamidine may cause hypoglycasmia, followed by hyperglycasmia. The signs of adrenergic counter-regulation
may be reduced or absent under the i nce of sympathalytic medicinal products such as beta-blockers, clenidine, guanethidine and reserpine. Fertility, pregnancy and lactation: Scliqua should not be used during pregnancy and breast-feeding. It is unknown whether
insufin glargine or lixisenatide is excreted in human milk. Overdoss: Overdoss may lead to hypoglycaemia and gestrointestinal adverse reactions. Mild episodes of hypoglycasmia can usually be treated with oral carbohydrates. Mare severe episcdes with coma, seizure or
neuralogic impairment may be treated with glucagon (intramusculsr or subcutaneous) or concentrated glucose solution (intravenous). Undesirable effects: Hypoglycaemia is very common, For comman, uncomman and nat known undesirsble effects, please refer to the full
prescribing information. Storage: Before first use: Store in a refrigerator (2°C - 8°C). Do not freeze. Protect from light. After first use: Store below 25°C. Use within 28 days. Do not refrigerate or freeze. Preparation: Soliqua 3 x 3mi prefilled pen, 5 x 3mi prefilied pen
Part 1, First & Third Schedules Polson Full prescribing information |s available upon request

n glargine dose and also depen

ments. Renal impairmaent: Not recommended in severe renal impairment and end-stage renal

ring and dose adjustment may be necessary. Hypoglycaemia may occur if dose is higher than

Legal Classificat

API-HK-S0L-21.06
Sanofi Hong Kong Limited

e - ”
1/F & SECTION 212 on 2/F, AXA SOUTHSIDE, 38 WONG CHUK HANG ROAD, j S o L I Q U A
WONG CHUK HANG, HONG KONG I S
®

Tel: (852) 25068333 Fax: (852) 2506 2537 insulin glargine (100 umL) & lixisenatide

MAT-HK-2101088-1.0-09/2021



Contour

Evolving with you

New CONTOUR®PLUS ELITE

Contour plus ELITE»

Contour plus ELITE? ieea le 2 Contour plus ELITED
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Free CONTOUR®Diabetes App
(Traditional Chinese available now)

Contour Readings you can trust to be highly accurate' and support blood glucose management.
° Easy to understand blood sugar results with the smartLIGHT™ feature.?

P'.US Avoid re-lancing with 60-second Second-Chance® sampling.®
Montotng Sysem Map your journey with the CONTOUR®DIABETES app.

When it comes to diabetes
management, Trust CONTOUR®.

Ascensia Diabetes Care Hong Kong Limited

Hotline : 8100 6386
Website : http://diabetes.ascensia.hk

1. Klaff L et al. Accuracy and User Performance of a New Blood Glucose Motoring System [published online ahead of print, 2020 Nov 26].

J Diabetes Sci Technol. 2020; https://doi.org/10.1177/1932296820974348. 2. CONTOUR®PLUS ELITE User Guide, November 2019,

Revision 11.19. 3. Richardson JM et al. Clinical Relevance of Reapplication of Blood Samples During Blood Glucose Testing. Poster

presented at the 20th Annual Diabetes Technology Meeting (DTM); November 12-14, 2020.

© 2021 Ascensia Diabetes Care. All rights reserved. Ascensia, the Ascensia Diabetes Care logo, Contour, Smartlight and Second-Chance

are trademarks and/or registered trademarks of Ascensia Diabetes Care Holdings, AG. A S C E N S I A

Date of preparation: March 2021. G.DC.03.2021.PP-CPLUS_ELT-GBL-0029 Diabetes Care
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ACCU-CHEK ' Guide

Accu-Chek® Guide
SURPRISINGLY —
CLEVER
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ACCU-CHEK"
Guide
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A tighter target
The Accu-Chek Guide system exceeds industry standards
with tighter accuracy’

Strip ejector button
Strip removal is quick and clean

Clever SmartPack vial
Spill-resistant vial—easier to slide out one strip a time

’ Download on the GETITON
@& App Store ® Google Play

Smartly stored data
Wirelessly sends results to
the mySugr app

1. Brazg, R. L., Klaff, L. J. and Sussman, A. M. New Generation Blood Glucose Monitoring System Exceeds International Accuracy Standards. J Diabetes Sci Technol. 2016, 10(6): 1414-15
ACCU-CHEK, ACCU-CHEK GUIDE, ACCU-CHEK FASTCLIX and mySugr are trademarks of Roche.  Inquiry hotline: +852 2485 7512 www.accu-chek.com.hk
© 2021 Roche Diabetes Care
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