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One legend told that, as an infant, 
Hermes (Mercury) escaped from his 
cradle and stole a herd of cows from 
his half-brother Apollo, thus earning 
him the name Hermes the Thief. Hermes the Thief

EditorialEditorial

Pictorial Medical History (33)

V enous thromboembolism (VTE) 
is more common in cancer 
patients than non-cancer 

patients. It is also the second leading 
cause of death among cancer patients, 
who are at higher risk of VTE recur-
rence and bleeding complications than 
those without cancer, Dr Chen YT  
reviews. Direct oral anticoagulants 
(DOACs) are recommended in selected 
cancer patients, such as those with lower 
bleeding risk and adequate renal func-
tion. The selection of agents in special 

situations, including patients with higher 
bleeding risk, low platelet count or renal 
impairment, is also discussed. 

Dr Herman Liu explores the 
guideline-recommended treatment for 
chronic lymphocytic leukaemia, a second- 
generation Bruton tyrosine kinase 
inhibitor.

Haematology patients may require 
frequent hospital visits and thus have an 
above-average exposure risk in the midst 
of the COVID-19 pandemic, explains  
Dr Au WY. COVID-19–related morbidity 

and mortality are also higher for haema-
tology patients than the general popula-
tion. It may be important to consider 
using a more potent COVID-19 vaccine for 
patients with impaired B cell response. 
Patients with bleeding disorders, eg, 
taking aspirin or anticoagulants, should 
receive a COVID-19 vaccine as usual, 
with pressure applied to the injection 
site for 5 minutes. Vaccination for pneu-
mococcus and influenza should also be 
implemented. 
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Update on the Use of Direct Oral 
Anticoagulants in the Treatment of  
Cancer-Associated Thrombosis

 
 

Introduction
Patients with cancer are four to seven 
times more likely to develop a venous 
thromboembolism (VTE) than patients 
without cancer,1 and it is the second lead-
ing cause of mortality in cancer patients. 
The factors responsible for this higher 
VTE incidence include the cancer type 
and anticancer treatment.1 Furthermore, 
the incidence of cancer-associated VTE is 
still increasing worldwide.

Current therapeutic agents for 
cancer-associated VTE mainly comprise 
low molecular weight heparin (LMWH), 
direct oral anticoagulants (DOACs), 
unfractionated heparin (UFH) and vitamin 
K antagonists (VKAs), as well as use of an 
inferior vena cava filter (IVCF).2 

Patients with cancer may also 

encounter higher rates of VTE recurrence 
and bleeding complications than patients 
without cancer. In addition to the estab-
lished efficacy and safety of LMWH, 
DOACs have demonstrated a favourable 
risk:benefit ratio and advantages over 
parenteral anticoagulants.

The latest guidelines from the 
American Society of Clinical Oncology 
(ASCO),2 American Society of 
Hematology (ASH),3 International Society 
of Thrombosis and Hemostasis (ISTH)4 
and National Comprehensive Cancer 
Network (NCCN)5 agree on most aspects 
of the treatment of cancer-associated 
VTE. This review presents a current 
overview of the cancer-associated VTE 
treatment recommendations.

Guideline 
recommendations for 
cancer-associated VTE 
treatment 
The direct factor Xa inhibitors (apixaban, 
edoxaban and rivaroxaban) are the only 
DOACs that have been evaluated for the 
short-term treatment of VTE in patients 
with cancer. There are no data for the 
direct thrombin inhibitor (dabigatran) for 
this indication.

Four randomised controlled trials 
comparing LMWH (dalteparin) with 
DOACs for the treatment of cancer-asso-
ciated thrombosis (CAT) have been com-
pleted: Hokusai VTE Cancer (edoxaban), 
SELECT-D (rivaroxaban), ADAM VTE (apix-
aban) and Caravaggio (apixaban) (Table).6–9 
In each study, patients were followed up 
for at least 6 months. DOACs were shown 
to be noninferior to dalteparin for recur-
rent VTE and major bleeding endpoints.6–9 
However, bleeding was more common 
with edoxaban and rivaroxaban than dalte-
parin in patients with gastrointestinal (GI) 

malignancies.6,7 In contrast, apixaban was 
not associated with an increased risk of 
bleeding compared with dalteparin in the 
ADAM VTE and Caravaggio trials.8,9 As a 
result of such findings, many guidelines 
have incorporated DOACs into their 
treatment recommendations. In general, 
DOACs are recommended for patients at 
low risk for bleeding who do not have GI 
or genitourinary (GU) malignancies, who 
have adequate renal function (and hepatic 
function in the NCCN guidelines5), and 
who have no significant drug–drug inter-
actions. LMWH is preferred for patients 
with GI or GU malignancies or significant 
drug–drug interactions. 

Initial anticoagulation may involve 
LMWH, UFH, fondaparinux, apixaban or 
rivaroxaban. Among parenteral agents, 
the ASCO and NCCN recommend LMWH 
over UFH in the absence of severe renal 
impairment (creatinine clearance [CrCl] 
<30 mL/min).2,5 For long-term therapy, 
LMWH and DOACs are favoured over 
VKA (warfarin). 

For the short-term treatment of VTE 
(first 3–6 months) in patients with active 
cancer, the ASH guideline panel suggests 
a DOAC (apixaban, edoxaban or rivaroxa-
ban) over LMWH. If a DOAC is not used, 
the ASH guideline panel suggests LMWH 
over VKA.3 

The optimal duration of therapy 
for CAT remains unclear as there are no 
randomised studies testing different dura-
tions of therapy in patients with cancer. 
Patients with active cancer – particularly 
metastatic cancer – undergoing therapy 
are at high risk for recurrent thromboem-
bolism. The ASCO recommends at least 6 
months of therapy,2 while the NCCN rec-
ommends at least 3 months of therapy or 
for as long as the cancer is active or under 
treatment, whichever is longer.5 



SEPTEMBER 2021 Journal of The Society of Physicians of Hong Kong  |  96

Anticoagulant therapy in 
special populations with 
CAT

Tumour types with high 
bleeding risk
In patients with CAT treated with a 
DOAC (mainly oral edoxaban and oral 
rivaroxaban), the risk of bleeding seems 
to be increased in colorectal and gastro-
oesophageal cancers and, possibly, also 
GU cancers. Therefore, DOACs are not 
suggested as first-line treatment options 
for patients with luminal GI cancer with 
the primary tumour in place, tumours 
at risk of bleeding from the GU tract, or 
nephrostomy tubes or active GI mucosal 
abnormalities (eg, gastric/duodenal ulcer, 
gastritis, colitis, oesophagitis).4,11

However, recent analyses of apixa-
ban data in the Caravaggio trial showed 
that the rates of major bleeding and clini-
cally relevant non-major (CRNM) bleeding 
were similar for apixaban and LMWH 
(dalteparin), including major GI and non-
GI bleeding. The findings suggest that 
patients with CAT in GI cancer may also 
be eligible for treatment with apixaban.9 

Thrombocytopenia
According to the ISTH,12 full-dose anti-
coagulation, either with LMWH or DOAC, 
can be administered for patients with 
cancer, acute VTE and platelet counts 
above 50 × 109/L. For patients with cancer-
associated VTE with platelet counts 
between 25 and 50 × 109/L, two possible 
strategies can be followed: 
(1)   For patients with high-risk VTE fea-

tures, such as symptomatic proximal 
pulmonary embolism (PE), proximal 
deep vein thrombosis (DVT) or history 
of previous thrombotic events, who 
are in the acute phase of VTE (<30 
days since diagnosis of the event), 
full-dose anticoagulation in combina-
tion with platelet transfusion to keep 
platelet counts above 40–50 × 109/L 
is suggested. 

(2)   For patients with low risk of VTE 
progression (eg, distal DVT, incidental 
subsegmental PE) and in the subacute 
phase of VTE (>30 days since event), 
anticoagulation with half-therapeutic 
dose is suggested.12 

Anticoagulation should be withheld 
temporarily for patients with platelet 

counts below 25 × 109/L and resumed 
in full dose above 50 × 109/L. Both the 
NCCN and ISTH guidelines suggest  
holding DOAC treatment if platelet counts 
are below 50 × 109/L.5,12 

Drug–drug interactions
DOACs are substrates of the P-glycoprotein 
(P-gp) membrane transporter and are in 
part metabolised via cytochrome P450 
3A4 (CYP3A4). Therefore, their plasma 
levels can be altered by a variety of 
drugs, especially anticancer drugs that 
interfere with CYP3A4 or P-gp. LMWH is 
the suggested alternative in patients with 
suspected strong interactions. However, 
most chemotherapy agents can be used 
with a DOAC.13 In case of treatment with 
edoxaban and a concomitant potent P-gp 
inhibitor, a reduced dose of edoxaban is 
indicated (30 mg once daily).

Altered GI anatomy
Patients with cancer often undergo 
surgical procedures, such as total/partial 
gastrectomy or colectomy, that result in 
anatomic changes and might affect GI 
absorption of DOACs.14 As rivaroxaban is 

Table. Comparison of randomised clinical trials assessing the efficacy and safety of DOACs in the treatment of  
cancer-associated VTE.6–10

SELECT-D7 Hokusai VTE Cancer6,10 ADAM VTE8 Caravaggio9

DOACs Rivaroxaban  
(15 mg BD for 3 weeks, followed 
by 20 mg OD for 2–6 months)

Edoxaban  
(dalteparin for at least 5 days, 
followed by edoxaban 60 mg OD, 
for 12 months)

Apixaban  
(10 mg BD for the first week, 
followed by 5 mg BD for 
6 months)

Apixaban  
(10 mg BD for the first week, 
followed by 5 mg BD for 
6 months)

Comparators LMWH  
(dalteparin 200 IU/kg OD for the  
first month, followed by  
150 IU/kg OD for 2–6 months)

LMWH  
(dalteparin 200 IU/kg OD for the  
first month, followed by  
150 IU/kg OD for 12 months)

LMWH  
(dalteparin 200 IU/kg OD for the  
first month, followed by  
150 IU/kg OD for 6 months)

LMWH  
(dalteparin 200 IU/kg OD for the  
first month, followed by  
150 IU/kg OD for 6 months)

Inclusion 
criteria

Patients with active cancer and 
symptomatic or incidental PE, 
or symptomatic lower extremity 
proximal DVT

Patients with active cancer and 
acute symptomatic or incidental 
proximal DVT and/or PE

Patients with active cancer 
and acute extremity DVT, PE, 
splanchnic or cerebral vein 
thrombosis

Patients with active cancer and 
acute symptomatic or incidental 
proximal DVT or PE

Primary  
outcome 

VTE recurrence Composite of VTE recurrence or 
major bleeding

Episode of major bleeding VTE recurrence

Primary  
outcome 
results

Rivaroxaban 4%;  
dalteparin 11% (HR 0.43)

Edoxaban 19.4%;  
dalteparin 15.0%

Apixaban 0%;  
dalteparin 1.4%

Apixaban 5.6%;  
dalteparin 7.9% (HR 0.63)

BD, twice daily; DOACs, direct oral anticoagulants; DVT, deep venous thrombosis; HR, hazard ratio; LMWH, low molecular weight heparin; OD, once daily; PE, pulmonary embolism;  
VTE, venous thromboembolism 
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absorbed predominantly in the stomach, 
total gastrectomy might affect its bioavail-
ability.15 Apixaban is mainly absorbed 
in the proximal small bowel,16 thus its 
bioavailability is probably less affected by 
gastric resection. Finally, edoxaban levels 
are possibly reduced in patients with a 
history of gastric resection although are 
unlikely affected in patients who have had 
a colectomy.17 

Renal impairment
LMWHs and DOACs undergo at least 
some degree of renal clearance,18 there-
fore, VKA is generally preferred over 
LMWH and DOACs for patients with 
cancer and severe renal impairment (CrCl 
<30 mL/min).

Pregnancy
In pregnant cancer patients, LMWH 
is recommended for the treatment of 
established VTE; VKA and DOACs should 
be avoided in this setting.11
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Barber-Surgeons

T he image shows a shop 
in medieval times where 
Barber-Surgeons carried out 

their work.
Housed under the same roof, 

the child on the left is having his 
hair cut, the man on the right is 
having his beard shaved and the 
man in the middle is having a 
tooth extracted.

Barber-Surgeons

Medicine, History and Art (12)

Barbers started to perform 
surgeries because they pos-
sessed, and were skilful in using, 
knives, scissors, saws and other 
sharp instruments.

They also did blood-letting, 
which at the time was a very 
popular treatment for many ail-
ments, as well as lancing of boils, 
tooth extraction, amputations and 

dressing wounds, etc. 
They were not trained in an 

academic way, and Physicians 
considered their work debased.

The Royal College of 
Surgeons was established in the 
year 1800, three hundred years 
after the establishment of the 
Royal College of Physicians.
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Another BTK Inhibitor for Chronic 
Lymphocytic Leukaemia. What Do We Know 
About It?

 

 
 

B ruton tyrosine kinase (BTK) is 
a target for treatment of B-cell 
malignancies. The first-in-class 

BTK inhibitor, ibrutinib, has been in 
clinical use for the treatment of chronic 
lymphocytic leukaemia (CLL), mantle cell 
lymphoma (MCL) and Waldenstrom’s 
macroglobulinaemia (WM). Acalabrutinib 
(ACP-196) is an irreversible, second-
generation BTK inhibitor that was shown 
to be more potent and selective than 
ibrutinib. Acalabrutinib was approved in 
the US for the treatment of relapsed/
refractory MCL in 2017 and for CLL in 
2019.

Acalabrutinib for 
previously untreated CLL
Based on the ELEVATE-TN study1: A 
phase 3, open-label, randomised, multi-
centre trial in 535 patients with previously 
untreated CLL. Patients were randomised 

into three groups: 
1.   Acalabrutinib + obinutuzumab (until 

disease progression or unaccept-
able toxicity): obinutuzumab was 
given 28 days after the first dose of 
acalabrutinib (Cycle 2 Day 1), and 
up to 6 cycles; n=179

2.   Acalabrutinib monotherapy (until 
disease progression or unaccept-
able toxicity); n=179

3.   Obinutuzumab + chlorambucil 
(GClb) (maximum of 6 cycles); 
n=177

The primary endpoint of the study 
was progression-free survival (PFS). 
At a median of 28.3 months’ follow-up 
(range: 0.0 to 40.8 months), median PFS 
was not reached with acalabrutinib + 
obinutuzumab versus 22.6 months (95% 
confidence interval [CI] 20–28 months) 
with GClb (Figure 1).

Figure 1. ELEVATE-TN study: Acalabrutinib + obinutuzumab significantly prolonged progression-free survival versus 
obinutuzumab + chlorambucil in patients with previously untreated CLL.1
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likely a class trait. However, Grade ≥3 
bleeding episodes and atrial fibrillation 
seem to occur less frequently with acala-
brutinib in the ELEVATE-TN and ASCEND 
trials compared with data for ibrutinib. 
Further evaluation and postmarketing 
surveillance should reveal whether there 
is a significant decrease in these adverse 
events with acalabrutinib.

Based on these two trials, the 
NCCN guidelines recommend acalabruti-
nib as a category 1 preferred treatment 
option for CLL (in addition to ibrutinib, or 
venetoclax + obinutuzumab)3: 

1.   Acalabrutinib + obinutuzumab for 
previously untreated CLL without 
17p deletion/TP53 mutation

2.   Acalabrutinib alone for previously 
untreated CLL without 17p 
deletion/TP53 mutation, second-
line and subsequent therapy with 
or without 17p deletion/TP53 
mutation

Summary
Acalabrutinib is a second-generation BTK 
inhibitor that has shown promising results 
in the upfront and relapsed/refractory set-
ting in patients with CLL, as well as for 
relapsed/refractory MCL. Combinations 
of acalabrutinib with conventional and 
investigational drugs are under investiga-
tion in clinical trials, with a view to poten-
tially improving treatment response.
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Acalabrutinib for 
relapsed/refractory CLL
Based on the ASCEND study2: A phase 3, 
open-label, randomised, multicentre trial 
in 310 patients with relapsed/refractory 
CLL. Patients were randomised to two 
groups:

1.   Acalabrutinib monotherapy (until 
disease progression or unaccept-
able toxicity); n=155

2.  Idelalisib + rituximab (IdR) or 
bendamustine + rituximab (BR) at 
investigator’s choice; n=155

The primary endpoint of the study 
was PFS. At a median of 16.1 months’ 
follow-up (range: 0.03 to 22.4 months), 
median PFS was not reached with acal-
abrutinib compared with 16.5 months 
(95% CI 14.0–17.1 months) with IdR or 
BR (Figure 2).

Meanwhile, the safety profile of 
acalabrutinib is similar to that of ibrutinib, 

Figure 2. ASCEND study: Acalabrutinib monotherapy significantly improved progression-free survival versus IdR/BR in patients 
with relapsed/refractory CLL.1
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Coronavirus Vaccination in Haematological 
Patients in Hong Kong: The Knowns and 
Unknowns

 
 

 

Introduction
The novel severe acute respiratory 
syndrome coronavirus 2 (SARS-CoV-2)-
related coronavirus disease (COVID-19) 
has caused over 4 million deaths globally. 
Hong Kong has had 212 mortalities (as of 
21/07/2021), with a case fatality rate of 
1.77%.1 The local epidemic was curbed 
by case isolation, contact tracing, border 
control, quarantine and social lockdown. 
Hong Kong has done well: our COVID-19 
case rate per million population (ppm) 
is 1,582 (world average: 25,000 ppm; 
highest rate: 150,000 ppm) while deaths 
are 28 ppm (world average: 526 ppm; 
highest: 5,000 ppm).1,2 These rates rank 
180 and 173, respectively, among 220 
reported regions.2 

However, SARS-CoV-2 continues to 
mutate and spread globally. Vaccination 
is the only way to protect individuals and 
the wider community. Many vaccines 

have been developed using a variety of 
platforms3 – their discussion is outside 
the scope of this article. Here, I examine 
the data relevant to vaccination against 
COVID-19 in haematological patients 
within the Hong Kong setting. 

The case for universal 
vaccination
Nearly 5 million doses of inactivated 
vero-cell (CoronaVac®, Sinovac Biotech) 
and BNT162b2 mRNA (Comirnaty®, 
Pfizer-BioNTech) vaccines have been 
delivered to 43% of Hong Kong’s eli-
gible population.4 These two vaccines are 
proven in national studies in Chile, where  
CoronaVac caused >85% reduction in 
hospitalisations and deaths in 10.2 million 
vaccinees,5 and Israel, where Comirnaty 
achieved a 92% reduction in severe dis-
ease in 0.59 million vaccinees.6 The data-
set from Israel included 11,000 patients 
with cancer, 15,000 cases receiving 
immunosuppressant therapy and 3,700 
cases labelled as thalassaemia.6 

The decision to undertake vac-
cination depends on four factors: first, 
the likelihood of exposure to infection; 
second, the likely severity of infection; 
third, vaccine effectiveness; and lastly, 
the potential side effects. Viral exposure 
is currently very low in Hong Kong. 
Conversely, a haematological patient in 
India or the United Kingdom should cer-
tainly try to be vaccinated as soon as pos-
sible. Yet Taiwan, Thailand and Malaysia 
have shown us that risk can escalate 
very quickly. Once an outbreak starts, it 
is difficult to quickly vaccinate vulnerable 
patients, despite calls to prioritise such 
patients in previous crises.7 Patients 
with haematological malignancies requir-
ing frequent hospital visits are likely to 
have an above-average exposure risk. 

Exposure is also cumulative over time. As 
the world and our city reopen, it can be 
argued that our lifetime risk of exposure 
to SARS-CoV-2 (just like the influenza 
and the common cold viruses) will trend 
towards 100% over time. With inevitable 
virus exposure, the necessity of a series 
of vaccinations against COVID-19 is a 
given. A study in Hong Kong showed that 
safety concerns, inadequate knowledge 
and low perceived danger of COVID-19 
were the most important factors causing 
vaccine hesitancy.8 Hence, it would be 
appropriate for doctors to clarify the situ-
ation and any misconceptions for patients 
with haematological malignancies. 

Patients with 
haematological 
malignancies
This group includes patients undergo-
ing aggressive chemotherapy for acute 
myeloid leukaemia (AML) and non-
Hodgkin lymphoma (NHL); patients on 
long-term targeted therapy for chronic 
myeloid leukaemia (CML), chronic 
lymphocytic leukaemia (CLL), myelopro-
liferative disease (MPD) and plasma cell 
myeloma (PCM); and recovered patients 
off treatment. With active disease, the 
consequences of contracting COVID-19 
can be grim. An initial meta-analysis 
of 3,377 reported cases suggested a 
COVID-19–related mortality rate of 35% 
in hospitalised patients with haemato-
logical malignancies,9 although this may 
be skewed by reporting bias. A more 
recent study of 536 Italian haematological 
patients showed a standardised mortal-
ity risk for COVID-19 that was 2.04-fold 
higher than that for the general COVID-19 
population, rising to 3.72-fold higher in 
haematological patients younger than 70 
years.10 The mortality rate was 41 times 
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greater than that for uninfected haema-
tological patients. The hazard ratios for 
COVID-19–related death were highest for 
AML (3.49), aggressive NHL (2.56), PCM 
(2.48) and indolent NHL (2.19), being 
lower in CLL (1.64).10 

Hence, a US task force has recom-
mended that patients with malignancies 
should be given priority for COVID-19 vac-
cinations during limited vaccine supply.7 
Both the American Society of Hematology 
(ASH) and the European Hematology 
Association (EHA) position statements 
conclude that vaccination benefits over-
ride theoretical risks.11,12 The guidelines 
also suggested vaccinating patients  
3 months after their last treatment, if pos-
sible. In addition, haematology patients’ 
relatives and healthcare workers should 
also be priority vaccinated. 

There are emerging data for vaccine 
efficacy in haematological patients. In a 
Lithuanian national prospective study, the 
median antibody levels of 885 haematol-
ogy patients (vaccinated with Comirnaty) 
were only 30% of the levels achieved in 
healthcare workers (n=67).13 In particular, 
CLL patients receiving venetoclax and 
ibrutinib, MPD patients on ruxolitinib 
and anti-CD20 antibody-treated patients 
showed poor responses (range: 0–10% 
of response level of healthy controls), 
while the response in CML patients was 
normal. Although this is still better than 
no protection, measures to mitigate 
exposure will remain important. There 
are no available data in this setting for the 
CoronaVac preparation. However, three 
sets of local data showed that Comirnaty 
produces higher antibody responses than 
CoronaVac,14–16 potentially making it the 
vaccine of choice. Both vaccines elicit 
comparable T cell responses,16 while 
amnestic B cell responses have not been 
studied. Given these considerations, both 
vaccines likely provide some protection. 
Moreover, the Chilean and Israeli popula-
tion data covered patients with malignan-
cies with no reported signals of efficacy 
loss or increased side effects.5,6

Stem cell transplant 
recipients
Stem cell transplant (SCT) recipients are 
routinely revaccinated with all standard 
vaccines (eg, MMR, DT, pneumococcal 
and influenza vaccines) from 6 months’ 
post-engraftment. This is because the 
new donor lymphoid immune system 
abrogates the old system’s immune 
memory. The risk:benefit ratio suggests 
that all SCT patients should receive 
COVID-19 vaccinations.11,12,17 Importantly, 
the Lithuanian data showed that 
antibody responses in autologous and 
allogeneic SCT recipients were normal.13 
Furthermore, the data from the Israeli 
and Lithuanian vaccination studies do 
not show increased graft rejection, graft 
versus host disease or disease relapse.6,13 

Since all allogeneic SCT cases in Hong 
Kong are centrally managed and followed 
up, these patients should be easy to 
counsel. We can also objectively study 
the immune responses to the two vac-
cines in our SCT population. 

Patients with bleeding 
disorders
This group includes patients with 
haemophilia and patients taking oral 
anticoagulants or antiplatelet agents. 
In Hong Kong, all haemophilia patients 
are under the care of nurse specialists 
and can be counselled easily. Early data 
from a cohort study in Italy have revealed 
severe COVID-19 outcomes, including 
massive bleeding, in 4 of 13 haemophilia 
patients registered.18 Hence, the World 
Federation of Hemophilia (WFH) advises 
recommending COVID-19 vaccination 
to all haemophilia patients.19 The local 
bleeding risk from vaccination is no dif-
ferent to that for a healthy person after 
self-injection of clotting factor. The Hong 
Kong Society of Haematology (HKSH) 
recommends vaccines as usual for 
patients receiving antiplatelet agents and 
oral anticoagulants, with pressure applied 
to the injection site for 5 minutes.17

Patients with thrombotic 
disorders
COVID-19 is a systemic disease with vas-
culopathy and thrombotic complications 
occurring in up to 40% of severe COVID-19 
cases.20 It is not known whether patients 
with thrombophilia are at even greater 
risk of such complications. COVID-19 
vaccine-related thrombosis (thrombotic 
thrombocytopenic syndrome or TTS) 
mainly applies to vaccines using the ade-
novirus platform, not the CoronaVac and 
Comirnaty vaccines used in Hong Kong.3 
Hence, for patients with past personal or 
family history of thrombosis, vaccination 
remains recommended, possibly as an 
increased risk group.

Cytopenias and abnormal 
blood counts
Many patients undergoing pre-vaccine 
body checks may return incidental low 
or high blood counts. They should talk to 
their doctors to discuss whether referral 
is required. If blood counts have been 
stable over years, there should be no 
urgent reason to defer vaccination. For 
more serious perturbations, a marrow 
biopsy maybe indicated and the haema-
tologist will decide whether any urgent 
therapy is warranted before vaccination. 
For patients with immune thrombocyto-
penic purpura (ITP), the name ITP should 
not be confused with the adenovirus 
vaccine-related TTS: ITP is not caused 
or exacerbated by either of the COVID-
19 vaccines available in Hong Kong. 
According to the EHA, caution should be 
exercised in patients with platelet counts 
<30 x 109/L.21 Vaccination causing wors-
ening of ITP has been limited to fewer 
than 20 case reports only.22 The EHA 
recommends vaccination for all patients 
with ITP to reduce the risk of COVID-19 
exacerbation of thrombocytopenia and 
the risk of COVID-19–related thrombosis 
despite low platelets, which would be 
difficult to anticoagulate. However, ITP 
patients taking immunosuppressants 
will have a poorer antibody response 
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to vaccination and may need the more 
potent Comirnaty vaccine. 

Thalassaemia and 
chronic transfusion
Patients with thalassaemia and those 
requiring chronic transfusion therapy 
require regular hospital stays and should 
be vaccinated against COVID-19 to 
protect themselves and others. In 
addition to the EHA, the Thalassemia 
International Federation (TIF) also recom-
mends vaccination for all thalassaemia 
major patients.23 These patients often 
have additional risk factors for adverse 
COVID-19 outcomes, including anaemia, 
diabetes, heart failure and iron overload.24 
All thalassaemia major patients in Hong 
Kong are under the care of nurse special-
ists and can be adequately counselled. 
For those who are clinically unstable, 
the threat of COVID-19 and the need for 
vaccination is a good incentive to improve 

their chelation and diabetic control. As 
they undergo monthly blood monitoring 
for transfusions, this provides a unique 
opportunity to study the long-term anti-
body responses to the two vaccines used 
in Hong Kong. 

Other vaccinations
Although the world’s focus is firmly on 
COVID-19, vaccinations against influenza 
and pneumococcus remain important. 
These vaccines have long-proven benefits 
and safety records. They should be given 
to most of the abovementioned patients, 
since the vulnerability to droplet infection 
and subsequent pneumonia is shared 
by these pathogens. Indeed, it has been 
reported that patients given conjugated 
pneumococcal vaccine (PVC-13) have 
a 35% reduced risk of severe disease, 
hospitalisation and death during COVID-
19 infections.25 Hence, consultations with 
haematological patients (and indeed all 
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