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Editorial

Dr Wong King Yan, Matthew 
(黃敬恩醫生)
MBBS (HK), MRCP (UK), FHKCP, FHKAM (Med),
FRCP RCPS (Glasg), FRCP (Edin)

Honorary Clinical Associate Professor 
The University of Hong Kong 
Chief Editor

MF patients with anaemia (Hb <10 g/dL) were assessed for the following at 
Week 241:

 Hb=haemoglobin; JAK=Janus kinase.

*TSS measured using the Myelofibrosis Symptom Assessment Form (MFSAF) version 4.0 in MOMENTUM.1

†TSS measured using the modified Myeloproliferative Neoplasm Symptom Assessment Form (MPN-SAF) v2.0 
diary in SIMPLIFY-1.1

‡Efficacy was assessed in SIMPLIFY-1 for a subgroup of patients who had anaemia (Hb <10 g/dL).1

§The safety population included 448 patients from three Phase 3 trials.1

MODERATE TO
SEVERE ANAEMIA
The first & only JAK inhibitor indicated specifically for 
myelofibrosis (MF) patients with moderate to severe anaemia1

TOTAL SYMPTOM SCORE REDUCTION

·  Rate of total symptom score (TSS)*† reduction 
≥50% from baseline met as a co-primary 
endpoint in MOMENTUM and was assessed in a 
subgroup analysis in SIMPLIFY-11‡

SPLEEN VOLUME REDUCTION

·  Rate of spleen volume reduction (SVR) 
≥35% from baseline met as a secondary 
endpoint in MOMENTUM and was assessed 
in a subgroup analysis in SIMPLIFY-11‡

In clinical trials, the most common adverse reactions 
were diarrhoea, thrombocytopenia, nausea, headache, 
dizziness, fatigue, asthenia, abdominal pain, and cough.1§

SPLENOMEGALY OR SYMPTOMS 
IN PATIENTS WHO HAVE MF

A TREATMENT OPTION FOR 

Safety information for Omjjara (Momelotinib) 
CONTRAINDICATIONS: ● Hypersensitivity to the active substance or to any excipient of Omjjara. ● Pregnancy and breast-feeding. WARNINGS AND PRECAUTIONS: Momelotinib may 
cause serious and fatal bacterial and viral infections and should not be initiated in patients with active infections. Monitoring for hepatitis B reactivation, thrombocytopenia, neutropenia, 
and liver function is essential. Major adverse cardiovascular events (MACE), venous thromboembolic events, and second primary malignancies have been reported, though causality is 
unestablished. Prior to initiating or continuing therapy, the benefits and risks should be considered particularly in patients with cardiovascular risk factors. Patients should be monitored for 
adverse reactions with co-administration of certain medicinal products (e.g., sensitive breast cancer resistance protein [BCRP] substrates). Additional monitoring of the clinical signs and 
symptoms of myelofibrosis is recommended with concomitant use of Omjjara and strong CYP3A4 inducers. Women of childbearing potential should use additional contraceptive methods 
during treatment and for at least 1 week after the last dose of Omjjara. Omjjara contains lactose and is essentially sodium-free. ADVERSE REACTIONS: ● Urinary tract infection ● Upper 
respiratory tract infection ● Pneumonia ● Nasopharyngitis  
● COVID-19 ● Cystitis ● Bronchitis ● Oral herpes ● Sinusitis ● Herpes zoster ● Cellulitis ● Respiratory tract infection ● Sepsis ● Lower respiratory tract infection ● Oral candidiasis ● Skin 
infection ● Gastroenteritis ● Thrombocytopenia ● Neutropenia ● Vitamin B1 deficiency ● Dizziness ● Headache  
● Syncope ● Peripheral neuropathy ● Paraesthesia ● Blurred vision ● Vertigo ● Hypotension ● Haematoma ● Flushing ● Cough ● Diarrhoea ● Abdominal pain ● Nausea ● Vomiting ● 
Constipation ● Arthralgia ● Pain in extremity ● Asthenia ● Fatigue ● Pyrexia ● Alanine transaminase (ALT) increased  
● Aspartate transaminase (AST) increased ● Contusion 

For adverse event reporting, please call GlaxoSmithKline Limited at (852) 3189 8989 (Hong Kong), or report via online Patient safety 
reporting form: https://gsk.public.reportum.com/.
©2026 GSK group of companies or its licensorThe material is for the reference and use by healthcare professional only
Trademarks are owned by or licensed to the GSK group of companies
GlaxoSmithKline Limited  
Suites 1004-10, 10/F, Tower 6, The Gateway, 9 Canton Road,  
Tsimshatsui, Kowloon, Hong Kong  
Tel: (852) 3189 8989
PM-HK-MML-ADVR-260001 | Date of preparation: 05/2026 (04/2028)

Please read the full prescribing
information prior to administration. 

Full prescribing information is available 
upon request. 

CD38, highly expressed on bone mar-
row plasma cells, remains a critical 
therapeutic target. As highlighted by 

Dr Herman Liu, two anti-CD38 monoclonal 
antibodies have received US Food and 
Drug Administration approval as backbone 
therapies for both newly diagnosed and 
relapsed/refractory multiple myeloma, 

and daratumumab in combination with 
cyclophosphamide, bortezomib and dexa-
methasone is now the standard of care 
in combination regimens for amyloidosis. 
Beyond plasma cell dyscrasias, emerging 
data suggest potential applications in other 
bone marrow pathologies, including severe 
aplastic anaemia, autoimmune thrombo-
cytopenia and autoimmune haemolytic 
anaemia. 

Dr SF Yip shared his 36-year jour-
ney of building a haematology service 
from rudimentary infrastructure into a 
comprehensive multidisciplinary unit. His 
retrospective underscores the evolution of 
a regional centre into a hub for both clinical 
excellence and investigative research. 

Dr YT Chen reported a case of 
chronic myeloid leukaemia presenting 
with a markedly elevated white cell count 
(143 x 109/L), confirmed by the presence 
of the BCR::ABL1 fusion gene, the pathog-
nomonic diagnostic marker. While targeted 

tyrosine kinase inhibitors offer a favour-
able benefit–risk profile, clinicians must 
remain vigilant for dose-limiting toxicities, 
notably pleural effusion and pulmonary 
hypertension. 

Dr Albert Sin cautioned that 
acquired haemophilia A (AHA) remains 
an under-recognised condition. Unlike the 
congenital form, which typically presents 
with haemarthrosis, AHA often manifests 
in the elderly – a population with sig-
nificant comorbidities – with ecchymoses, 
prolonged postvenepuncture bleeding 
or unexplained progressive anaemia. Dr 
Sin emphasised that AHA should be sus-
pected in patients presenting with these 
symptoms alongside an isolated prolonged 
activated partial thromboplastin time, con-
firmed by a mixing study. Early recognition 
and prompt haematology consultation are 
imperative, particularly as novel therapies, 
such as bispecific monoclonal antibodies, 
now offer improved survival outcomes. 
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Cluster of differentiation (CD38) was 
discovered in 1980 by EL Reinherz 
and S Schlossman during pioneer-

ing analyses of human lymphocyte 
surfaces. It is a type II transmembrane 
glycoprotein and is expressed at relatively 
low levels on myeloid and lymphoid cells 
but highly expressed on plasma cells in 
the bone marrow. This makes CD38 an 
interesting target for therapeutic antibod-
ies targeting cell surface molecules in 
multiple myeloma.1

Daratumumab (Darzalex), a fully 
humanised antibody, the first anti-CD38 
antibody, was approved by the US Food 
and Drug Administration (FDA) on 16 
November 2015 for patients who had 
received at least three prior lines of 
therapy, including a proteasome inhibitor 
(PI) and an immunomodulatory agent, or 
whose disease was double-refractory 
to those treatments. Daratumumab 
has now expanded its FDA approvals 
to newly diagnosed multiple myeloma 
(NDMM), relapsed/refractory multiple 
myeloma (RRMM), high-risk smouldering 

myeloma, and immunoglobulin light-
chain (AL) amyloidosis. 

Meanwhile, isatuximab (Sarclisa) 
was the second anti-CD38 antibody 
that was FDA approved on 2 March 
2020 to treat patients with RRMM who 
had received at least two prior lines of 
therapy, including a PI and an immuno-
modulatory agent. Currently, isatuximab 
is licensed for NDMM and RRMM. 

Both anti-CD38 agents are now 
the backbone of frontline myeloma 
treatment.2

Apart from plasma cell myeloma, 
daratumumab in combination with 
cyclophosphamide, bortezomib and 
dexamethasone (D-CyBorD) in the 
ANDROMEDA trial has become the 
standard of care for AL amyloidosis.3 
The comparative arm was CyBorD with-
out daratumumab. The landmark trial 
showed that the D-CyBorD arm achieved 
an overall survival (OS) benefit (5 year OS 
of 78.1% vs 64.7%), even though 74.1% 
of patients in the control arm eventually 
crossed over to receive daratumumab. 
Moreover, D-CyBorD significantly 
slowed major organ deterioration and 

improved heart and kidney function. This 
led to FDA accelerated approval in 2021. 

Despite the encouraging results 
of anti-CD38 therapy in plasma cell 
myeloma and AL amyloidosis, there is 
emerging evidence regarding its potential 
role in other haematological conditions. 

Severe aplastic anaemia  
Severe aplastic anaemia (SAA) is a 
life-threatening bone marrow failure 
syndrome that is caused primarily by the 
immune-mediated destruction of haema-
topoietic stem cells. The breakthrough 
addition of thrombopoietin receptor 
agonist (TPO-RA) with antithymocyte 
globulin and cyclosporine can achieve 
a much higher response rate.4 There is 
still a certain percentage of patients with 
suboptimal response. 

As anti-CD38 monoclonal anti-
bodies bind to CD38, which is highly 
expressed on long-lived plasma cells 
(LLPCs), they destroy these cells via 
antibody-dependent cellular cytotoxicity, 
complement-dependent cytotoxicity 
and antibody-dependent cellular phago-
cytosis (Figure).5 This may result in a 

Emerging Role of Anti-CD38? 
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Figure. Schematic representation of the mechanism(s) of action of anti-CD38 
monoclonal antibodies on plasma cells.  

Source: Morandi F, et al. Front Immunol 2018,5 reused under the CC BY 4.0 license (https://creativecommons.org/
licenses/by/4.0/). 
ADCC, antibody-dependent cellular cytotoxicity; ADCP, antibody-dependent cellular phagocytosis; cADPR, cyclic 
adenosine diphosphate ribose; CDC, complement-dependent cytotoxicity; NAD+, nicotinamide adenine dinucleotide; 
NK cell, natural killer cell 
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decrease in the production of pathogenic 
antibodies and hence lowers the overall 
inflammatory burden in the bone marrow 
microenvironment.

A prospective, single-arm, single-
centre study6,7 enrolled patients with 
SAA who developed platelet transfusion 
refractoriness, defined by a decrease in 
corrected count increment (CCI) on at 
least two occasions (1 hour CCI <7500 
or 24 hour CCI <4500 post transfusion). 
Daratumumab was administered intra-
venously at a dose of 8 mg/kg of body 
weight once weekly for 4 consecutive 
weeks. The primary endpoints were 
adverse events and overall response 
rate (ORR), defined as the percent-
age of patients achieving at least two 
effective platelet transfusions, followed 
by a 12-week follow-up. A total of 10 
patients were recruited and 8 reached 
the 12-week primary endpoint. The ORR 
at 12 weeks was 87.5%, and the median 
time to response is 3 weeks (range, 1–6 
weeks). The infection rate was 50% with 
no fatalities. Beyond improving the plate-
let survival rate, four patients achieved 
haematopoietic recovery. 

Another small retrospective study 
was conducted to evaluate the role of 
daratumumab in refractory or relapsed 
aplastic anaemia after first-line immuno-
suppressive therapy.8 The same dosing 
schedule of 8 mg/kg weekly was given 
for 4 weeks to 10 patients. The ORR 
was 50% (5 out of 10 patients), with 
multilineage responses in four of them. 
The median time was 6 weeks (range, 
5–10 weeks). 

These are certainly encouraging 
results, offering a potentially viable off-
label use in patients with limited treat-
ment options. 

Autoimmune cytopenia 
Immune thrombocytopenia 
Immune thrombocytopenia (ITP) is not 
an uncommon condition in haematol-
ogy practice. The availability of different 
TPO-RAs dramatically improves the 
response rate. They bind to the c-Mpl 

receptor on megakaryocytes, stimulat-
ing platelet production. Yet, there are 
occasional patients who do not respond 
well to different modalities of treatment. 
Lately, there have been some clinical 
data revealing that anti-CD38 antibodies 
are useful in ITP. 

Historically, B-cell depletion strat-
egy like rituximab (anti-CD20) is unable 
to clear the CD20-negative LLPCs that 
are in the spleen and bone marrow, 
releasing autoantibodies that destroy 
platelets. A novel anti-CD38 monoclo-
nal antibody was studied in a phase 2 
randomised placebo-controlled trial. 
Refractory ITP patients who had been 
exposed to steroid and TPO-RA were 
randomised into two groups (CM313 
novel anti-CD38 and placebo, in a ratio 
of 2:1). CM313 was delivered at 16 mg/
kg weekly for 8 weeks. At week 8, the 
ORR was higher in the CM313 group 
(83%; 25 out of 30 patients) compared 
with the placebo group (20%; 3 out of 
15 patients). The median time to platelet 
count of >50x109/L was 7 days in the 
CM313 group.9 

Autoimmune haemolytic 
anaemia 
How about autoimmune haemolytic 
anaemia (AIHA)? There is some evidence 
in the context of AIHA developed in 
paediatric patients after haematopoietic 
stem cell transplantation. It is usually a 
result of incomplete immune recovery 
predisposed to immune dysregulation, 
eg, autoimmune cytopenias. Steroid and 
anti-CD20 (rituximab) are the mainstay of 
treatment. Anti-CD38 has been reported 
to be effective in a few refractory 
patients, again by targeting the CD20-
negative LLPCs, resolving haemolysis 
and achieving transfusion independence 
in three patients.10 

Conclusion 
In conclusion, these early findings 
demonstrate that anti-CD38 monoclonal 
antibodies have evolved beyond their 
original roles in multiple myeloma and 

AL amyloidosis. They have been shown 
to be efficacious in bone marrow failure 
syndromes and autoimmune cytopenia, 
through the mechanism of targeting 
those CD38 LLPCs. All the above data 
are early and preliminary, requiring more 
studies to confirm the clinical benefit. 
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Happiness in Haematology:  
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What constitutes happiness in 
a discipline as intense and 
high-stakes as haematology? 

To outsiders, our hospital wards and 
laboratories might seem preoccupied 
with vulnerability, cytopenia and life-
threatening malignancies. Yet, over a 
36-year career traversing the landscapes 
of clinical haematology and pathology, I 
have come to realise that our specialty 
is uniquely positioned to offer profound 
professional and personal fulfilment. 

Recent psychological literature, 
including the University of Bristol’s 
“Happiness Hacks” study,1 suggests that 
sustained well-being is achieved through 
intentional practices: performing acts of 
kindness, savouring experiences, culti-
vating gratitude and pursuing a higher 
purpose over mere pleasure. In haema-
tology, these are not abstract concepts. 
They are daily operational realities. By 
examining our specialty through the lens 
of growth, creation, collaboration and 

existential acceptance, we can redefine 
what it means to thrive as physicians. 

Institutional growth: 
Joining something greater 
One of the most enduring sources of 
professional happiness is the privilege 
of witnessing and participating in institu-
tional progress. Thirty-six years ago, the 
haematology infrastructure in Hong Kong 
public hospitals was rudimentary. Other 
than university hospitals, only one to 
two major hospitals had even one to two 
physicians with a special interest in blood 
disorders. Now every regional hospital 
has a team of four to six fully trained 
haematology specialists. 

Today, through decades of collec-
tive dedication, we see a fully realised, 
specialised network of clinical and labora-
tory haematologists, specialised nursing 
teams, and consultants across the terri-
tory. Most public hospitals now feature 
dedicated haematology wards, protective 
isolation facilities and advanced trans-
plant capabilities. Standardised protocols 
and territory-wide support networks 
have democratised high-quality leukae-
mia care and cellular immunotherapies. 
For me to grow from a young trainee 
into a mature physician and pathologist 
alongside this structural evolution is to 
experience the joy of collective achieve-
ment. We are happy because we did not 
work in isolation; we participated in build-
ing something great that will outlast us. 

Scientific awe as a daily gift 
As clinical haematologists and patholo-
gists, our daily work allows us to peer into 
the microscopic and molecular architec-
ture of life. Digging into the mechanisms 
of disease, signal transduction pathways 
and cellular biology reveals a delicate, 

breathtaking balance of proteins and 
molecules. This intricate design prompts 
a sense of profound humility. Much like 
nature, gravity, wind or water, these bio-
logical laws exist in an amazing harmony 
that we did not invent. 

We are never the creators; we are 
merely the discoverers. True happiness 
in medicine arises from the realisation 
that we have been granted the collective 
wisdom to discover, understand and 
manipulate these delicate mechanisms 
for the goodness of mankind. No matter 
how small our individual contributions 
may seem, we belong to this much 
grander cosmos. We are graced with the 
opportunity to play a meaningful role in 
treating the sick, turning scientific awe 
into therapeutic action. 

The symphony of 
collaboration 
The practice of modern haematology is 
a stark reminder of human limitation and 
the necessity of interdependence. None 
of us can excel across all facets of this 
complex field alone. Looking back, my 
own happiness has been anchored by 
the guidance of mentors. My supervisors 
did not just teach me haematological 
knowledge; they modelled administrative 
wisdom, work attitudes and the perspec-
tive that is needed to navigate crises 
while keeping the big picture in sight. 

Furthermore, a functional haema-
tology service operates like a living organ-
ism. Just as the eyes, ears and hands 
are indispensable to the human body, 
every discipline in our hospital network is 
vital. The haematologist relies heavily on 
oncology nurse specialists, pathologists, 
microbiologists and pharmacists, as well 
as colleagues in gastroenterology, respi-
ratory medicine, critical care, radiology 
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and surgery to manage complex haema-
tology and transplant complications. 

Beyond our immediate wards, our 
happiness is amplified by collaborations 
with universities for clinical trials, tertiary 
centres for allogeneic stem cell trans-
plants, and reference laboratories for 
specialised genomics. Even when work-
ing in a regional or peripheral hospital, 
these cross-disciplinary networks enable 
us to lead territory-wide research that 
advances global science and improves 
local patient outcomes.2,3 

Lessons in patience from 
our patients 
Our patients are often our greatest teach-
ers. Navigating a diagnosis like acute 
leukaemia requires months of intensive 
cytotoxic therapy. For the patient, each 
monthly cycle of chemotherapy is a literal 
battle between life and death. Every sub-
sequent clinic visit to view a blood count 
or a radiology report feels like an exami-
nation grading sheet, bringing either the 
relief of remission or the grief of relapse. 

The psychological stress endured 
by our patients requires extraordinary 
willpower, endurance and hope. This 
clinical reality mirrors the profound 
theological truth found in Romans 5:3–4: 
“We also glory in our sufferings, because 
we know that suffering produces perse-
verance; perseverance, character; and 
character, hope.” 

When illness or disability forces 
patients out of the workforce for months 
or years, these patients frequently expe-
rience an existential crisis, doubting their 
worth in a society that measures human 
value strictly in economic terms. Yet, in 
haematology, we witness the raw virtue 
of human love divorced from utility. We 
see that a person’s meaning is found sim-
ply because they exist and are present in 
the lives of those who love them. 

Our work environment also teaches 
us patience. In hospital administration 
and project development, we often find 
that even when our observations are 
accurate and our proposed solutions 

are good, we cannot force immediate 
change. We require the alignment of 
time, place, resources, method and 
consensus. If a clinical project or truth is 
genuine, it will stand the test of time and 
eventually come to fruition. Time filters 
out the superfluous, leaving behind what 
is resilient and true. 

Resilience, grief and the 
beauty of the night sky 
In a 36-year career, confrontation with 
failure, loss and the inevitable end of life 
is inescapable. Ecclesiastes reminds us 
that “To everything there is a season, 
a time to every purpose under the 
heaven.” True happiness cannot coexist 
with denial or resentment; it requires the 
courage of confrontation, the humility 
to seek forgiveness and the capacity to 
recover from grief. When I faced my own 
3-year battle with illness, my roles were 
reversed. I became the recipient of the 
very grace I had spent decades trying to 
dispense. I was sustained by the kind-
ness of my haematology peers and the 
encouraging words of my own patients. 
It was through believing that I was loved, 
that I was not alone and that my mission 
was not yet complete that I found the 
resilience to recover. 

This period of forced rest allowed 
me to ponder life with a renewed 
perspective. Life is beautiful precisely 
because it is imperfect. It is a universal 
truth that only in complete darkness can 
one truly witness the breathtaking beauty 
of the galaxy. Each star, shining through 
the dark, sends us a message, allowing 
us to see and appreciate it. 

Therefore, haematology has given 
me a unique pair of glasses, lenses 
through which I see my own vulnerabili-
ties and a much bigger, more wonderful 
world where every individual life is 
extraordinary. 
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Chronic myeloid leukaemia (CML) 
is defined by the presence of 
the Philadelphia chromosome, a 

translocation between chromosomes 9 
and 22, which generates the oncogenic 
BCR::ABL1 fusion gene.1 This molecular 
driver is central to CML pathogenesis.1,2 
Targeted therapy with tyrosine kinase 
inhibitors (TKIs) has been the gold-
standard frontline treatment.2 Asciminib 
is a novel therapy specifically targeting 
the ABL myristoyl pocket.3 It acts alloste-
rically, blocking both native and mutated 
forms of BCR-ABL1, including the T315I 
mutation.3 

This article presents a real-world 
case study highlighting a patient’s 
treatment journey with TKIs, including 
the transition to asciminib, previously 
described in the Jan/Feb 2026 issue of 
MIMS Oncology.4 

Case overview 
Patient profile and initial laboratory results 

DMR, deep molecular response; RT-PCR, reverse transcription polymerase chain reaction 

CK, creatine kinase; DMR, deep molecular response 

Parameter Value 

Haemoglobin 11.5 g/dL 

Platelets 314x109/L 

White blood cells 143x109/L 

Date Event/clinical outcome

Dec 2015 Treatment with dasatinib 100 mg daily was initiated. 

Feb 2016 Patient achieved complete haematological response. RT-PCR testing showed a 
BCR::ABL1 transcript level of 0.048%, consistent with a major molecular response. 

Aug 2017 At this timepoint, the patient’s BCR::ABL1 transcript level measured 0.01%, indicat-
ing a deep molecular response (DMR). 

Jan 2018 

A few months later, the patient developed adverse events, notably shortness of 
breath, chest pain and facial rash. Diagnostic evaluation revealed the presence 
of pleural effusion and pericardial effusion. The patient’s treatment regimen was 
adjusted to address the pericardial effusion; the dose of dasatinib was tapered to 
80 mg daily, and a course of steroids and spironolactone were prescribed. 

Sep 2020 

Dose modification: After the dose was modified, the patient continued on the 
adjusted regimen and, in September 2020, measured a BCR::ABL1 transcript level 
of 0.00053%, indicating sustained DMR for the remainder of this treatment phase. 
Given this sustained response, dasatinib was subsequently tapered to 70 mg daily, 
which was maintained until September 2021. 

Date Event/treatment decision

Oct 2021 
Recurrence of pleural effusion and pericardial effusion was reported, accompa-
nied by the emergence of pulmonary hypertension; therefore, dasatinib treatment 
was discontinued. 

Nov 2021 

Change of treatment: Treatment with nilotinib 300 mg twice daily was initiated. 
However, the patient developed significant adverse effects, including muscle 
weakness and severe fatigue, which affected the patient’s quality of life, leading to 
treatment discontinuation. 

Jan 2022 Change of treatment: Treatment with imatinib 400 mg daily was initiated. 

Feb 2024 The patient sustained DMR; however, intermittent severe muscle cramps and high 
creatine kinase (CK) levels were reported. 

Treatment journey

•	 A 39-year-old healthy and fit male 
with a history of hypercholesterolae-
mia and fatty liver

•	 Initial laboratory results: haemoglobin 
11.5 g/dL; platelets 314x109/L; white 
blood cells 143x109/L 

Diagnosis
•	 Both reverse transcription polymerase chain reaction and fluorescence in situ 

hybridisation results confirmed that the patient was BCR::ABL1-positive. 
•	 The p210 fusion transcript (b2a2) was positive, while the p190 fusion transcript 

was negative. 
•	 The patient was diagnosed with CML. 
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Date Update 

Jun 2024 

Treatment was switched to asciminib 40 mg twice daily owing to the intermit-
tent muscle cramps reported with imatinib 400 mg daily. The patient experienced 
minor adverse events following the initiation of asciminib 40 mg twice daily; these 
symptoms may be related to withdrawal after TKI discontinuation. 

Jul 2024 The adverse effects, including muscle pain, stiffness and skin rash, subsequently 
subsided after 1 month and the CK levels returned to the normal range. 

Sep 2025 At this timepoint, the patient reported no adverse events impacting his quality of 
life, and his BCR::ABL1 transcript level was undetectable. 

To date 
The patient has been compliant with the new treatment regimen with asciminib  
40 mg twice daily and has experienced an improved quality of life, with no compli-
cations (eg, muscle pain and weakness) reported. 

Switching to asciminib

Molecular response note: The article uses BCR::ABL1 testing to indicate molecu-
lar response. A major molecular response is defined as a 3-log reduction from the 
standardised baseline (MR3 or 0.1% BCR::ABL1IS); deep molecular responses of 
MR4, MR4.5 and MR5 are defined as ≤0.01%, ≤0.0032% and ≤0.001% BCR::ABL1IS, 
respectively.5

The favourable benefit–risk profile 
observed at switch is now reinforced in 
the frontline setting. 

The recent ASC4FIRST week-144 
analysis demonstrated consistently 
higher molecular response rates and 
favourable safety/tolerability for asciminib 
versus all investigator-selected TKIs in 
newly diagnosed CML-CP, with fewer 
adverse events leading to discontinuation 
(6% vs 13–14%) and no new treatment-
emergent mutations. This suggests the 
tolerability advantages seen in later lines 
may translate to earlier use, potentially 
allowing patients to benefit from a 
better-tolerated, durable response from 
treatment initiation.6

Key takeaways 
•	 Pleural effusion is a well-recognised 

adverse event associated with dasat-
inib therapy, with reported incidence 
rates of up to 33%. Recurrent pleural 
effusion (reported in more than 60% 
of cases) remains a significant limita-
tion with dasatinib use.7 

•	 The recently updated 2025 European 
LeukemiaNet guidelines provide a 
clear mandate for switching therapy 
in the context of prohibitive toxicities 
such as recurrent pleural effusions or 
pulmonary hypertension.8 

•	 Switching from other TKIs to asciminib 
may be associated with a lower risk 
of off-target effects, given its high 
specificity for BCR-ABL1 and limited 
activity against non-kinase targets 
observed in biochemical screens. 

This mechanistic selectivity may con-
tribute to its favourable safety profile 
observed in clinical studies.9

At week 144, asciminib had 
consistently higher molecular response 
rates and favourable safety/tolerability 
versus all investigator-selected TKIs, 
with no new treatment-emergent muta-
tions. Together with the week 48 and 
week 96 results, this analysis reinforces 
asciminib’s improved benefit–risk profile 
and supports asciminib as a treatment 
option for newly diagnosed CML.6
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Clinical Picture
Acne Scar Management in Asian Skin

A Chinese man in his late 30s 
with Fitzpatrick skin type III 
presented for management 

of long-standing acne scars after his 
acne vulgaris had been controlled 
with oral isotretinoin. He had mixed 
depressed scars, predominantly roll-
ing and boxcar scars, with no clinically 
active inflammatory acne.  

Pretreatment photograph docu-
ments irregular skin texture and visible 
dermal atrophy.  

After receiving counselling 
regarding gradual improvement, 
downtime, erythema, crusting, and 
the risk of post-inflammatory hyper-
pigmentation, he underwent fractional 
ablative CO2 laser resurfacing using 
conservative settings.  

Post-treatment photograph dem-
onstrates smoother skin texture and 
softening of scar edges. 

Discussion 
Scar management can begin once acne 
is stable, because uncontrolled inflamma-
tion can perpetuate new scar formation. 
While some patients may improve after 
a period of observation, others may use 
topical retinoids, benzoyl peroxide and 
azelaic acid to lighten postinflammatory 
hyperpigmentation,1 or topical retinoids,2 
benzoyl peroxide,3 and oral isotretinoin for 
atrophic scars.4 However, the mainstay 
treatment is still device therapy: lasers 
(ablative/non-ablative), intense pulsed 
light and radiofrequency microneedling. 

Non-ablative lasers heat up the 
dermis or induce optical breakdown (eg, 
picosecond laser) in the skin to stimulate 
collagen.5,6 The effect is mild but has 
shorter downtime and fewer adverse 
effects. Ablative lasers (eg, fractional 
CO2 laser) remove columns of tissue 
from the epidermis to the dermis, caus-
ing more damage but stimulating more 
collagen remodeling. The downtime is 
longer and there may be more adverse 
effects; therefore, a test patch is recom-
mended, especially in Asian skin.7 

To reduce redness, vascular lasers 
and intense pulsed light can be used.8,9 
Other devices, such as radiofrequency 
microneedling, work by heating the 
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Answer to quiz: B

Pretreatment Post-treatment 

A.	 To eliminate all downtime 
B.	 To reduce the risk of adverse 

effects, including post-inflam-
matory hyperpigmentation 

C.	 To prevent collagen 
remodeling 

D.	 To guarantee complete scar 
removal

See answer below the 
References list.

Quiz

Why are conservative 
settings and a test patch 
particularly relevant in 
Asian skin? 

dermis and producing mechanical 
injury through needles inserted into 
the skin.10 In severe cases, surgery 
(eg, excision or subcision), fillers and 
chemical peels may be combined for 
better results. 
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Acquired haemophilia A (AHA) is a 
rare but potentially life-threatening 
autoimmune bleeding disorder 

caused by autoantibodies against coagu-
lation factor VIII (FVIII). The diagnosis is 
often unexpected, and patients may first 
present to doctors of various specialties 
including general physicians, surgeons 
and family physicians rather than to 
haematologists. The disease is very chal-
lenging to diagnose due to its rarity. 

AHA is an uncommon condition, 
with an estimated incidence of 1.5 cases 
per million persons per year according 
to large Caucasian cohort studies.1,2 The 
median age was 73.9 years, approxi-
mately half of cases were idiopathic, 
and malignancy or autoimmune disease 
accounted for a significant minority of 
cases in a Caucasian cohort.2 

However, the incidence of AHA 
could be higher in the Chinese popula-
tion. A study showed that the incidence 
of AHA was approximately 2.5 cases per 

million persons per year in Hong Kong, 
though it could still be underestimated 
due to difficulty in establishing the 
diagnosis. The median diagnostic age 
was 80 years, and this posed significant 
challenges in management since a sub-
stantial proportion of patients were frail 
elderly with multiple comorbidities.3 

Clinical presentation and 
associated conditions 
The bleeding phenotype of AHA differs 
from that of congenital haemophilia, 
which predominantly presents as hae-
marthrosis. In contrast, patients with 
AHA commonly present with extensive 
bruising and ecchymosis, subcutaneous 
haematoma, intramuscular bleeding, 
gastrointestinal or genitourinary bleed-
ing, retroperitoneal haemorrhage, or 
prolonged bleeding after venepuncture, 
cannulation, surgery or minor procedures. 
Some patients present with progressive 
anaemia without an obvious external 
source of bleeding. Intracranial bleeding 
is a relatively uncommon but highly fatal 
complication. 

Despite the variety of clinical 
presentations, patients mostly present 
with new-onset clinical bleeding with 
prolonged activated partial thromboplas-
tin time (APTT). Therefore, the diagnosis 
of AHA should be suspected in patients 
presenting with unexplained bleeding 
and isolated prolonged APTT. The bleed-
ing may appear disproportionate to the 
apparent trauma. AHA should also be 
suspected when bleeding continues after 
a minor procedure such as venipuncture 
despite normal platelet count and con-
ventional coagulation tests except for 
APTT. 

The data from Hong Kong’s cohort 
showed that around 70% of AHA cases 

were idiopathic. Autoimmune diseases 
and malignancy accounted for 10% and 
16% of AHA cases, respectively.3 

Diagnosis 
Specialised laboratory tests are neces-
sary in establishing the diagnosis of AHA, 
and early consultation with a haematolo-
gist and haematopathologist is benefi-
cial. A mixing study is the standard way 
to investigate isolated prolonged APTT. 
When the patient’s plasma is mixed with 
normal pooled plasma at a 1:1 ratio, the 
normal pooled plasma can supplement 
the deficient clotting factor(s) and correct 
underlying factor deficiencies. Hence, the 
APTT would be normalised. On the other 
hand, antibodies against coagulation fac-
tors will continue to destroy coagulation 
factors present in normal pooled plasma. 
Hence, the prolonged APTT fails to cor-
rect with normal pooled plasma. 

However, antibodies against fac-
tor VIII have time-dependent action in 
patients with AHA. Therefore, incubation 
with normal pooled plasma for 2 hours 
is needed to demonstrate the effect of 
AHA antibodies. Confirmation of diag-
nosis requires factor assay and inhibitor 
quantification using the Bethesda or 
Nijmegen-modified Bethesda assay.4 

What not to do before 
haematologists’ input 
AHA patients can bleed severely after 
seemingly minor procedures. Before hae-
mostasis is secured, physicians should 
avoid unnecessary intramuscular injec-
tions, arterial punctures, blind biopsies, 
non-urgent endoscopy, central venous 
catheterisation and surgery. 
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Treatment: two parallel 
priorities 
Acute bleeding management 
Timely haemostatic treatment is of 
utmost importance. Clinically significant 
bleeding should be treated based on 
bleeding severity, not solely on FVIII level 
or inhibitor titre. First-line haemostatic 
options recommended in international 
guidance include recombinant activated 
factor VII, activated prothrombin complex 
concentrate, or recombinant porcine 
FVIII, depending on local availability, 
patient factors and availability of special-
ised laboratory monitoring approaches.4 
Human FVIII concentrate and desmo-
pressin are generally less reliable, espe-
cially in patients with high-titre inhibitors, 
and should not be used as default therapy 
for major bleeding. Desmopressin also 
raises concerns in elderly patients due to 
cardiovascular side effects. 

Immunosuppressive therapy 
Inhibitor eradication is required to prevent 
recurrent bleeding and bring the disease 
into remission. Current international 
recommendations support risk-adapted 
first-line immunosuppression. Patients 
with FVIII activity of at least 1 IU/dL 
and inhibitor titre of 20 Bethesda units 
or below may receive corticosteroids 
alone initially. Patients with FVIII activity 
below 1 IU/dL or inhibitor titre above 20 
Bethesda units are less likely to respond 
rapidly to steroids alone and may 
benefit from combination therapy with 
corticosteroids plus cyclophosphamide 
or rituximab.4 

However, immunosuppressive 
therapy is not without risk. The local 
cohort showed high mortality and a 
major burden of sepsis related to immu-
nosuppression.3 Therefore, while early 
treatment is important, the regimen 
should consider age, frailty, comorbidi-
ties of patients such as underlying dia-
betes, chronic infection, hepatitis status, 
renal function, performance status and 
social support. Hepatitis B screening and 
antiviral therapy may be indicated before 

the initiation of immunosuppressive 
therapies. 

Novel therapeutics 
Emicizumab, a bispecific monoclonal anti-
body that mimics the cofactor function of 
activated FVIII by structurally bridging 
activated factor IX and factor X, has fun-
damentally transformed prophylaxis in 
congenital haemophilia A with inhibitors. 
Its off-label application in AHA is rapidly 
increasing as an initial haemostatic 
stabiliser.5 By providing immediate, con-
tinuous protection against haemorrhage, 
emicizumab decouples acute bleeding 
management from the immediate need 
for inhibitor eradication. Recent data 
from the GTH-AHA-EMI trial indicate 
that using emicizumab to postpone or 
selectively withhold immunosuppressive 
therapy drastically reduces treatment-
related infectious mortality, yielding a 
2-year overall survival advantage (82% vs 
63%) without compromising long-term 
complete remission rates.6

Prognosis 
Outcomes in AHA depend on bleeding 
severity, time to diagnosis, baseline FVIII 
activity, inhibitor titre, comorbidities, 
underlying disease and complications 
of treatment. Western registries report 
substantial remission rates with immuno-
suppression, but mortality remains signif-
icant because patients are often elderly 
and comorbid.2,4 However, the Hong 
Kong data showed that AHA patients 
had prolonged hospitalisation and high 
mortality of more than 50%. The majority 
of the mortalities were caused by septic 
complications from immunosuppressive 
therapies.3 Therefore, individualised 
therapeutic approaches are needed for 
the unique characteristics of patients in 
Hong Kong. 
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Cycles 18 and beyond (28-day cycles) 10mg/kg IV every 4 weeks; day 1

For combination with bortezomib, lenalidomide, and dexamethasone for patients with newly diagnosed multiple myeloma who are eligible for 
autologous stem cell transplant, each treatment cycle consists of a 42-day period.

Cycles Dosing schedule

Induction treatment

Cycle 1 (42-day cycle) 10mg/kg IV; days 1, 8, 15, 22 and 29

Cycles 2 to 3 (42-day cycles) 10mg/kg IV every 2 weeks; days 1, 15, and 29

Stop for intensification treatment (high dose chemotherapy and ASCT) followed by SOC maintenance treatment

Premedication should be used prior to SARCLISA infusion with the following medicinal products: I. a. Dexamethasone 40 mg oral or intravenous (or 
20 mg oral or intravenous for patient ≥75 years of age): when administered in combination with isatuximab and pomalidomide. b. Dexamethasone 
20 mg (intravenous on the days of isatuximab and/or Carfilzomib infusions, and oral on the other days): when administered in combination 
with isatuximab and carfilzomib. II. Acetaminophen 650 mg to 1000 mg oral (or equivalent). III. Diphenhydramine 25 mg to 50 mg intravenous or 

oral (or equivalent [e.g., cetirizine, promethazine, dexchlorpheniramine]). The intravenous route is preferred for at least the first 4 infusions. IV. 
Dexamethasone 20 mg (intravenous on the days of isatuximab infusion, and oral on the other days): when administered in combination with 
isatuximab, bortezomib, and lenalidomide. V. Montelukast 10 mg oral (or equivalent), at least at cycle 1. VI. Acetaminophen 650 mg to 1000 mg oral (or 
equivalent). VII. H2 antagonists (ranitidine 50 mg IV or equivalent [e.g., cimetidine]), or oral proton pump inhibitors (e.g., omeprazole, esomeprazole). 
The above recommended dose of dexamethasone corresponds to the total dose to be administered only once before the infusion. The recommended 
premedication agents should be administered 15-60 minutes prior to starting a SARCLISA infusion. Contraindications: Hypersensitivity to the 
active substance or to any of its excipients. Precautions: Vital signs should be frequently monitored during the entire SARCLISA infusion. When 
required, interrupt SARCLISA infusion and provide appropriate medical and supportive measures. In case symptoms do not improve to grade ≤1 
after interruption of SARCLISA infusion, persist or worsen despite appropriate medicinal products, require hospitalization or are life-threatening, 
permanently discontinue SARCLISA and institute appropriate management. In case of anaphylactic reaction or life-threatening (grade 4) infusion 
reaction, permanently discontinue SARCLISA and institute appropriate management. Complete blood cell counts should be monitored periodically 
during treatment. Patients with neutropenia should be monitored for signs of infection. No dose reductions of SARCLISA are recommended. 
SARCLISA dose delays and the use of colony-stimulating factors (e.g. G-CSF) should be considered to mitigate the risk of neutropenia. Patients 
receiving SARCLISA should be closely monitored for signs of infection and appropriate standard therapy instituted. Antibacterial and antiviral 
prophylaxis (such as herpes zoster prophylaxis) can be considered during treatment. Physicians should carefully evaluate patients before and 
during treatment as per IMWG guidelines for occurrence of SPM and initiate treatment as indicated. Cases of tumour lysis syndrome (TLS) have 
been reported in patients who received isatuximab. Patients should be monitored closely and appropriate precautions taken.  To avoid potential 
problems with RBC transfusion, patients being treated with SARCLISA should have blood type and screen tests performed prior to the first infusion. 
Phenotyping may be considered prior to starting SARCLISA treatment as per local practice. If treatment with SARCLISA has already started, the blood 
bank should be informed. Patients should be monitored for theoretical risk of haemolysis. If an emergency transfusion is required, non-cross-matched 
ABO/Rh-compatible RBCs can be given as per local blood bank practices. Drug Interactions: Isatuximab has no impact on the pharmacokinetics 
of pomalidomide or carfilzomib, or bortezomib, or lenalidomide, or vice versa. Pregnancy and lactation: There are no available data on isatuximab 
use in pregnant women. Animal reproduction toxicity studies have not been conducted with isatuximab. Immunoglobulin G1 monoclonal antibodies 
are known to cross the placenta after the first trimester of pregnancy. The use of isatuximab in pregnant women is not recommended. It is unknown 
whether isatuximab is excreted in human milk. Human IgGs are known to be excreted in breast milk during the first few days after birth, which is 
decreasing to low concentrations soon afterwards; however, a risk to the breast-fed child cannot be excluded during this short period just after 
birth. For this specific period, a decision must be made whether to discontinue breast-feeding or to discontinue/abstain from isatuximab therapy 
taking into account the benefit of breast-feeding for the child and the benefit of therapy for the woman. Afterwards, isatuximab could be used during 
breast-feeding if clinically needed. Undesirable effects: isatuximab in combination with pomalidomide and dexamethasone: Most common adverse 
reactions reported- pneumonia, upper respiratory tract infection, bronchitis, neutropenia, thrombocytopenia, decreased appetite, dyspnoea, diarrhoea, 
nausea, vomiting, infusion reaction. isatuximab in combination with carfilzomib and dexamethasone: Most common adverse reaction reported- 
pneumonia, upper respiratory tract infection, bronchitis, hypertension, dyspnoea, cough, diarrhoea, vomiting, fatigue, infusion reaction. Isatuximab in 
combination with bortezomib, lenalidomide and dexamethasone for transplant ineligible newly diagnosed multiple myeloma patients: Most common 
adverse reaction reported- pneumonia, bronchitis, Covid-19, neutropenia, thrombocytopenia, cataract, diarrhoea, fatigue, infusion reaction. Isatuximab 
in combination with bortezomib, lenalidomide and dexamethasone for transplant eligible newly diagnosed multiple myeloma patients during induction 
period: Most common adverse reaction reported- neutropenia, infusion reaction. For uncommon, rare and very rare side effects, please refer to the 
full prescribing information. Preparation: The preparation of the infusion solution must be done under aseptic conditions. Legal Classification: Part 1, 
First & Third Schedules Poison Full prescribing information is available upon request.
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