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Dr Jamal Nasir Picture Quiz

Vice President, Pakistan Thalassemia Welfare Society
G iven below is a picture of peripheral blood smear showing
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acirculating monocyte activly phagocytosing an erythro-
cyte. What is the dignosis?
(Answer on page 6)

A Proud Moment for PATHWEL

e are pleased to share that Dr. Jamal
WNasir, Vice President of PATHWEL, has

been appointed as a Member of the
Syndicate of the University of Health Sciences
(UHS), Lahore. This prestigious appointment
reflects his extensive experience, leadership, and

longstanding commitment to healthcare and
public service.

Dr. Jamal Nasir, former Health Minister of Punjab,
has remained actively involved in social welfare,
philanthropy, and initiatives focused on improving
healthcare and supporting communities. Through-
out his career, he has demonstrated a strong
dedication to serving the people and contributing
to the development of the healthcare sector.

ABLALICALSIFETY CABNET CLASS 1 TYPE AZ

His appointment to the UHS Syndicate is a signifi-
cant recognition of his valuable experience and
contributions to healthcare, education, and public
service. It is also a moment of great pride for
PATHWEL Center of Hematology & Bone Marrow
Transplant. We extend our heartfelt congratula-
tions to Dr. Jamal Nasir and wish him continued
success in this important role.

| Happy Independence Day Pakistan jl' — Editor Publication In-Charge
14 August 2026 LF::E:[:QZ: MM' LA{ Dr Syed Kamran Mahmood Mr. Muhammad Waseq Ayaz
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From Editor’s Desk
Why a Good Laboratory Is the Heart of Modern Hematology

n hematology, the laboratory is not simply a place where samples are tested and reports

I generated. It is an integral part of clinicaf care—a place where clues to a patient’s iliness
are transformed into information that guides treatment.

Modern hematology has made this role increasingly important. Diagnosis may require
morphology, flow cytometry, inmunophenotyping, molecular studies, cytogenetics or
other specialized investigations. Yet sophisticated technology is only as valuable as its
interpretation. The most meaningful results emerge when different sources of information
are brought together.

Flow cytometry provides a good example. Its findings can be significantly enhanced when
interpreted alongside cell morphology, blood counts, bone marrow findings and the clinical
scenario. A faboratory result should never be viewed in isolation. Integrating all available
information allows the laboratory team to provide a more accurate and clinically meaning-
ful interpretation.

At PATHWEL, this integration is one of our greatest strengths. Our laboratory and clinical
services function as one closely connected network. Laboratory doctors and technologists
work hand in hand with hematologists and clinicians, discussing difficult cases, reviewing
results and correlating laboratory findings with the clinical picture. This interaction helps
ensure that investigations are relevant, results are correctly interpreted and clinical
decisions can be made without unnecessary delay.

Speed is another important advantage. Because the laboratory is integrated within the
hospital, many investigations can be performed and reported within a very short time. In
hematology, where patients may be critically ill or treatment decisions need to be made
urgently, rapid access to reliable results can be as important as the sophistication of the
test itself.

This close partnership is particularly valuable for patients receiving chemotherapy;,
undergoing transplantation or requiring intensive supportive care. Continuous communi-
cation allows important changes in blood counts, infection markers, transfusion require-
ments, MRD and other parameters to be recognized and acted upon promptly.

As PATHWEL continues to strengthen its molecular, flow cytometry and other advanced
diagnostic capabilities, our goal is not simply to build a more sophisticated laboratory, but
a better-connected one. Because ultimately, the best laboratory is the one that stands
beside the clinician—and closer to the patient.

T——
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A Major Leap Forward in Patient Care at PATHWEL

ATHWEL has acquired an
advanced Flow Cytome-
ter—bringing a new era of ‘ '-“V'EB'F.‘:"S,FQ_?!PL

diagnostic precision and MRD
assessment to our patients.

This important addition to our
diagnostic services will significantly
strengthen the diagnosis, classifica-
tion, and monitoring of hematological
malignancies, particularly acute
leukemias. Most importantly, it will
enable timely and sensitive Minimal
Residual Disease (MRD) assessment,

an essential tool for evaluating treatment response, decision-making and long-term outcomes. This advance-
guiding further therapy, and improving risk assessment. ment will reduce dependence on external testing and bring
sophisticated diagnostic capability closer to our patients.
For patients undergoing high-dose chemotherapy and Another milestone in PATHWELS journey—from compas-
Bone Marrow Transplantation, access to reliable MRD sionate care to advanced, evidence-based hematology.

testing can make a meaningful difference in clinical

A Moment of Honour at the Mega Azadi Show

n August 12,2026, Maj Gen (R) Prof Dr Parvez
O Ahmed, Medical Director of PATHWEL Center of

Hematology & Bone Marrow Transplant, was
honoured at the Mega Azadi Show for his distinguished
contributions to medicine, healthcare, and humanitarian
service. He received a commemorative souvenir from His
Excellency Khazar Farhadov, Ambassador of Azerbaijan to
Pakistan, and Mr Saeed Ahmed Shaikh, Director General,
Pakistan Broadcasting Corporation. The event was graced
by Mr Attaullah Tarar, Federal Minister for Information & e
Broadcasting, as Chief Guest. The recognition reflects Dr and remains a source of pride and inspiration for the entlre
Parvez Ahmed'’s enduring commitment to serving humanity PATHWEL family.

Growing Together: Welcoming Our New Colleagues

e are delighted to welcome Dr ATHWEL is pleased to welcome Dr
Igra Zeb Qureshi to the PATH- Anam Humayun, who is joining us to
WEL family. Having successfully begin her fellowship training in , "

completed her fellowship training in Clinical Hematology.
Hematology, she now joins our laboratory
team as Registrar, bringing valuable We are excited to have her embark on th|s
knowledge, skills, and dedication to our important journey with our team and
expanding group of healthcare profes- hope her time at PATHWEL will be filled ; -
sionals. with learning, growth and meaningful \{ \V/ (oo
experiences in the care of patients with
We are confident that Dr Igra’s expertise will strengthen our blood disorders.

laboratory services and contribute meaningfully to patient

care. We wish her a rewarding, successful, and fulfilling journey Welcome to PATHWEL, Dr Anam! We wish you every success in
with PATHWEL. Welcome aboard! your fellowship journey.
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Blood Camps’ Diary

Every blood donation is an act of kindness that becomes a lifeline for someone waiting for a transfusion. For
children living with thalassemia, regular blood transfusions are not an occasional need—they are an essential part
of life. Behind every unit donated is a person who chose to give a little of themselves so that another person could
continue to live, grow and dream.

PATHWEL is deeply grateful to every voluntary donor, institution, organization and community partner who supported our blood
donation camps during May and June. From universities and workplaces to public spaces and community organizations, each venue
became a place where compassion was transformed into action. We are especially thankful to those who gave their time, encour-
aged others to donate and helped spread awareness about thalassemia prevention.

To every donor: your generosity gives more than blood—it gives hope, strength and another tomorrow.
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CUST Students Complete VIS Programme at PATHWEL

of Science & Technology (CUST) successfully

completed their Volunteer in Service (VIS)
programme at PATHWEL in August 2026, completing 65
credit hours of meaningful community service. Throughout
their placement, the students demonstrated enthusiasm,
discipline, and a strong spirit of volunteerism. They actively
participated in PATHWEL's blood drives and supported
various in-house departments, gaining valuable exposure to

T he second batch of students from Capital University

the organization’s operations and patient-care environment.

Their contributions were particularly valuable in the
Thalassemia Ward, Blood Bank, and Laboratory, where they
assisted with routine activities and supported staff. The

programme was conducted in close coordination with Mr.
Naeem Saud and Ms. Dur-e-Shehwar Sagheer, Director VIS,
who guided and facilitated the students throughout their
placement. PATHWEL appreciates their dedication and
looks forward to welcoming more young volunteers.

Foundation University Rawalpindi Students Bring Smiles to PATHWEL

Campus (FURC) visited PATHWEL as part of their

Civics & Community Engagement project. The visit
provided an opportunity for the students to connect with
thalassemia patients and understand their experiences.

S tudents from the Foundation University Rawalpindi

They spent quality time with the patients, distributed gifts
among everyone, and participated in various fun games and
activities. Their warm interaction brought smiles, joy, and a
welcome sense of companionship to the patients. PATHWEL
appreciates the students’ thoughtful initiative and their
spirit of community service.

T
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PATHWEL on Radio Pakistan: A V0|ce for Thalassemla Preventlon

podcast series at Radio Pakistan Headquarters,

Islamabad, focusing on thalassemia prevention and
the vital importance of voluntary blood donation. Prof Dr
Parvez Ahmed shared valuable insights on preventing
thalassemia and appealed to the public to support patients
through regular blood donation. The podcast was hosted by
Mr Imran Javed, Director, Radio Pakistan Headquarters,
providing an important platform to raise awareness and
promote community responsibility.

O n 29th June, PATHWEL participated in a special

PATHWEL Team Attends Blood Conference

n 1st August, PATHWELs Medical Superinten-
dent Dr Nasir Mahmood, PRO, Thalassemia

Ward staff, and patients attended a blood
conference at the Islamabad Chamber of Commerce &
Industry (ICCl), organized by Blood Chain Pakistan. The
event, attended by healthcare professionals and stake-
holders, was graced by Faisal Karim Kundi, Governor
Khyber Pakhtunkhwa, as Chief Guest. The conference
highlighted the importance of voluntary blood donation.

This quiz is taken from an open access
article under the terms of the Creative
Commons Attribution-NonCommercial
License, which permits use, distribution
and reproduction in anymedium, provided
the original work is properly cited and is
not used for commercial purposes.
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PATHWE L Sta rS by Dr Khalil Ur Rahman, Consultent Clinical Hematology & BMT

From a Life-Threatening Leukemia to a New Lease on Life

n February 2024, 49-year-old Fatima
Ahmed arrived with fever and
bleeding gums. Tests revealed acute
myelomonocytic leukemia, a form of
acute myeloid leukemia (AML), with
about 65% blasts in her bone marrow.
Molecular testing also detected
FLT3-ITD, a mutation linked with a
higher risk of relapse. The diagnosis
was frightening, but Fatima and her
family committed themselves to the
demanding treatment ahead.

She began intensive chemotherapy and
achieved remission. Follow-up marrow
examinations showed a dramatic fall in
leukemia cells, and FLT3 testing
became negative. After consolidation
therapy, another source of hope
emerged: her brother, Ahmed Khan,
was a fully HLA-matched donor and
could provide the stem cells needed
for transplantation.

A Major Step: Bone Marrow Trans-

plantation

new marrow

PBSC from matched sibling - engraftment day +13

On 7 May 2024, while in her first
complete remission, Fatima underwent
an allogeneic hematopoietic stem cell
transplant using peripheral blood stem
cells from her brother. Her new cells
began producing neutrophils by day
+13, an encouraging early milestone.
Recovery, however, was far from
straightforward. Fatima developed
poor graft function, transplant-associ-
ated thrombotic microangiopathy,
neutropenic fever, severe mucositis,
liver and kidney dysfunction, diarrhea,
cytomegalovirus reactivation, and

repeated electrolyte disturbances.
Through each setback, the transplant
team provided intensive monitoring,
infection control, transfusions, medi-
cines, and supportive care.

When the Graft Needed a Boost

® poor graft function
* TA-TMA - CMV
© GVHD - pneumonia

Stem cell boost 6 Aug 2024 - platelets engrafted

Because her graft remained weak, she
received an additional peripheral
blood stem cell boost from the same
donor on 6 August 2024. The boost
helped her platelets engraft. In the
months that followed, she returned
several times with low potassium,
gastrointestinal symptoms, graft-ver-
sus-host disease, and generalized
weakness. Each episode required
careful treatment, yet she repeatedly
recovered enough to leave hospital in
stable condition.

Another Major Challenge

In November 2025, Fatima faced
another life-threatening crisis. Fever,
cough, breathlessness, and dangerous-
ly low oxygen levels led to admission.
Chest imaging initially suggested
pulmonary tuberculosis, and treatment
was started, but her breathing wors-
ened and she needed intensive care,
oxygen, and broad-spectrum antimi-
crobial therapy.

After specialist review, Pneumocystis
jirovecii pneumonia was considered
more likely. Fatima was treated with
high-dose co-trimoxazole and cortico-
steroids. Her response was remark-
able: within 48 hours, her breathing
improved significantly and she no
longer required supplemental oxygen.

Fatima'’s journey—from high-risk
molecular AML through chemothera-
py, transplantation, severe complica-
tions, a stem-cell boost, and a major
respiratory infection—reflects extraor-
dinary resilience. Today, she is stable
and living without significant health
problems. Her recovery demonstrates
what coordinated multidisciplinary
care, timely intervention, and deter-
mined follow-up can achieve.

Her brother’s role as a fully matched
donor was pivotal, as was the continu-
ous support of her family. Their
presence helped sustain her through
prolonged treatment, repeated
admissions, uncertainty, and physical
exhaustion. The care team’s
persistence matched her own, turning
a series of medical emergencies into
steps toward lasting recovery.

A Message of Hope

Tllu

Stable - disease-free - back to family life

Fatima’s story is not only about
leukemia or transplantation. It is about
courage, family, skilled care, and the
refusal to surrender when recovery
becomes difficult. For patients and
families confronting blood cancer, her
experience offers a realistic but hopeful
message: the path may include setbacks,
yet sustained treatment and support
can still lead to a meaningful future.

At PATHWEL Center of Hematology &
Bone Marrow Transplant, every
successful transplant represents more
than a medical achievement—it
represents a life given another chance.
|
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Morphology Updates

When macrophages have more than one thing to show

Hachem Abou Moustafa, Mailys Le Guyader, Pierre Loiseau, Yohann Le Govic, Thomas Boyer; DOI: 10.1111/bjh.70618

— ~
%

i\

31- year- old man with no prior
Amedical history was hospitalised
in the internal medicine depart-
ment for asthenia, fluctuating pyrexia
at 39-40°C for 3 weeks, night sweats
and anorexia (10 kg weight loss in 1
month). Computed tomography of the
thorax, abdomen and pelvis imaging
revealed hepatosplenomegaly. He
reported a stay in Ardéche (France) 15
months before the onset of symptoms.
A full blood count revealed pancytope-
nia: leucocyte count of 1.7 x 10°/L
(with no hypereosinophilia), haemoglo-
bin concentration of 81 g/L and
platelet count of 67 x 10%/L. Due to
the persistence of cytopenias, a bone
marrow aspiration was performed,
showing signs of haemophagocytosis
(left, May-Griinwald-Giemsa staining,
objective x 100) and Leishman-Dono-
van bodies (right, MayGrinwald-Gi-
emsa staining, objective x 100). The
diagnosis of visceral leishmaniasis (VL),
later supported by polymerase chain
reaction (PCR), associated with
macrophage activation syndrome
(MAS), as the patient fulfilled several
diagnostic criteria including fever,
organomegaly, pancytopenia, hyper-
ferritinaemia, hypertriglyceridaemia,

hypofibrinogenaemia and elevated
aspartate aminotransferase (AST).! For
VL, treatment with liposomal
amphothericin B was initiated for 5
days, in combination with hydrocorti-
sone for MAS. At the 1- month follow-
up, adramatic improvement of clinical
and biological parameters was
observed, with apyrexia, disappear-
ance of hepatosplenomegaly and
normalisation of the blood count.

MAS or haemophagocytic lymphohis-
tiocytosis is a rare but life- threatening
syndrome. It can arise from genetic
disorders (rare) or secondary causes
such as infection (mostly viral), auto-
immunity or malignancy. The patho-
physiological mechanism of MAS is
thought to be based on a major
dysregulation of the immune response,
marked by excessive and uncontrolled
production of pro- inflammatory
mediators, responsible for systemic
inflammation and multiorgan failure.
Identifying the underlying trigger of a
MAS episode is essential, as adjunctive
therapies in the acute setting may vary
depending on associated disorders. VL
is arare cause of MAS and remains a
diagnostic challenge due to similar

clinical presentations; however, the
frequency of MAS in patients
diagnosed with VL is high, at around
40%.2 Physicians should consider the
diagnosis of VL in patients presenting
with fever and pancytopenia who have
travelled to a department located in an
endemic area, as in the present case.
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Gut Feeling: How the Microbiome Shapes Outcomes after Bone Marrow Transplant

Hao W, Stocker N, Gaugler B, Mohty M, Malard F. The Role of the Gut Microbiota in Allogeneic Hematopoietic Cell Transplantation. American Journal
of Hematology. 2026;101:1980-1996. doi:10.1002/ajh.70360.

llogeneic hematopoietic cell
A transplantation (allo-HCT)

remains the only curative
option for many high-risk blood
cancers, but conditioning chemothera-
py, radiotherapy, and broad-spectrum
antibiotics disrupt the gut's bacterial
ecosystem, a state called dysbiosis.
This review by Hao et al. (Sorbonne
Universite, Paris) synthesizes evidence
that a diverse, intact gut microbiota
protects the intestinal barrier, regu-
lates donor T-cell and regulatory T-cell
(Treg) responses, and lowers the risk of
graft-versus-host disease (GVHD),
infection, and non-relapse mortality.
Loss of microbial diversity, often driven
by broad-spectrum antibiotics and
conditioning intensity, correlates with
worse survival and higher acute GVHD
rates, and specific bacterial taxa are

Broad-spectrum antibiotics

D Control bacterial infections

“-@m.o| Depletion of commensal anaerobic bacteria
8] Decreased gut microbial diversity

Increase the risk of aGVHD and
aGVHD-related mortality after allo-
HCT

Narrow-spectrum antibiotics

';““ Preserve anaerobic
@

species

‘7| Reduce gastrointestinal
) v‘i GVHD after allo-HCT

; =

) Prevent oral mucositis after N\ 0
E < | allo-HCT

e

Implement decolonization strategies for patients
colonized or infected with multidrug-resistant organisms

Expand Treg populations

Manage steroid-refractory gastrointestinal aGVHD

s

being explored as biomarkers of risk.

Microbial metabolites act as key
mediators: short-chain fatty acids,
secondary bile acids, and trypto-
phan-derived indoles strengthen
intestinal tight junctions, expand
Tregs, and dampen inflammation.

The review outlines emerging strate-
gies to restore a healthy microbiome
around transplant: antibiotic steward-
ship, enteral nutrition, prebiotics,
probiotics, fecal microbiota transplan-
tation (FMT), and postbiotics (summa-
rized in Figure 2, below). FMT and the
microbiome therapy MaaT013 have
shown genuine efficacy against
steroid-refractory gastrointestinal
GVHD in phase Il data, while probiot-
ics carry a caution, as over-the-count-

Prebiotics

Maintain intestinal mucosal integrity

Enhance gut microbial diversity

Reduce the risk of GVHD after allo-HCT

Expand Treg populations

Enteral nutrition

=

Maintain intestinal mucosal
integrity

Reduce the risk of infection

Postbiotics

Restore intestinal epithelial cell
junction integrity

Reduce the risk of GVHD after allo-

Decrease pro-inflammatory cytokine Q_
production

(@) (@)

er formulations have been linked to
bacteremiain immunocompromised
patients.

For transplant setups in Pakistan, the
appeal is cost as much as biology.
Antibiotic stewardship, early enteral
feeding, dietary prebiotics, and
judicious probiotic or FMT use are
inexpensive relative to second- and
third-line GVHD therapies such as
ruxolitinib, extracorporeal photopher-
esis, or novel biologics. In
resource-limited, donation-funded
centers such as ours, these low-cost,
microbiota-conscious measures could
meaningfully reduce GVHD incidence
and the downstream cost of treating it,
though most interventions still need
confirmatory randomized trials before
routine adoption.

Probiotics

Live microorganisms that, when adminis-
tered in adequate amounts, confer a health
benefit on the host (e.g., select Lactobacil-
lus strains).

Prebiotics

Substrates selectively utilized by host
microorganisms that confer a health
benefit (e.g., inulin, fructo-oligosaccha-
rides, resistant starch).

Postbiotics

Preparations of inanimate microorganisms
and/or their components (e.g., short-chain
fatty acids, indole derivatives) that confer a
health benefit on the host.

FMT

Fecal microbiota transplantation: infusion
of stool from a healthy donor (or the
patient's own pre-treatment stool) to
restore a disrupted gut microbiota.

SCFAs

Short-chain fatty acids (e.g., butyrate,
propionate, acetate) produced by bacterial
fermentation of dietary fiber; strengthen
the gut barrier and regulate immune cells.
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Assessment of res ponse in Hai ry cell leukemia source: ciivess. Zent, et al (Updated consensus guidelines
for the diagnosis and management of patients with HCL and HCL variant) https://doi.org/10.1182/ blood.2025032757

® Peripheral blood counts (without transfusions or growth factors): hemoglobin > 11 g/dL, platelets >100 x 10?/L,
CR . M
and absolute neutrophil count > 1.5 x 107 /L
® Absence of morphologic evidence of HCL on both the peripheral blood smear and the bone marrow biopsyt
® Resolution of splenomegaly on physical examination
CR MRD In patients who achieve CR, MRD can be assessed by IHC on the bone marrow biopsy and/or by flow cytometry
or molecular techniques in the bone marrow aspirate and/or blood to separate CR with or without MRD in the
marrow and/or blood.
PR @ Peripheral blood counts as in CR*
o Animprovement of 250% in bone marrow infiltration by HCL assessed in the bone marrow biopsy using IHC
@ Animprovement of 250% in splenomegaly
NR No CR, PR, or PD
PD A decline of 225% in blood count(s) (not because of iatrogenic myelosuppression) and/or 225% increase in
splenomegaly and/or worsening of HCL-related symptoms
Relapse after HCL-induced reappearance of cytopenia(s) below the thresholds defined above for CR and PR&.
response (CR or PR)

Response to treatment with cladribine, which is usually delivered in a 5-day course, should be assessed 4 to 6 months later because bone
marrow recovery and HCL cell clearance can be slow. Following treatment with pentostatin (which is delivered every 2 weeks for up to 12
doses), response should be assessed when blood counts reach the criteria for CR.

IHC, immunohistochemistry; NR, no response; PD, progressive disease.

*In the setting of a supportive bone marrow biopsy (criterion 2), CR or PR can be declared even if the thresholds for improvement of
cytopenias are not met because of causes other than HCL (eg, CR with incomplete resolution of anemia because of concomitant iron
deficiency). Similarly, splenomegaly may not fully resolve after therapy because of causes other than HCL.

1Due to the intrinsic subjectivity of, and variability in, evaluating a bone marrow or blood sample without the help of immunophenotyp-
ing, an additional criterion has been used by some investigators. This requires that the bone marrow biopsy has <10% HCL infiltration by
IHC to confirm CR.

FThe clinical value of MRD is uncertain, especially after first-line treatment with purine analogues, and MRD testing in HCL is currently
not standardized.

§The simple reappearance in the blood and/or marrow of MRD or even of HCL cells recognizable by morphological stains may not be
followed by relapse of cytopenias for years (especially after first-line treatment); therefore, its clinical significance remains uncertain.

¢ Management of newly diagnosed HCL ¢

. . e BRAF inhibitor +/- rituximab
» Active infection P« Low-dose pentostatin

Watch and wait : o BRAF inhibitor +/- rituximab
3 Frailtyorrefusal —»  orobinutuzumab
of chemotherapy e Interferon-a
e Rituximab

e Interferon-a
—» Pregnancy ——> . Rituximab
v e Splenectomy
e Cladribine

e Cladribine +/- rituximab
e Pentostatin
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TransplantTidings TransplantTidings TransplantTidings
PTCy or ATG for HLA-Matched Transplantation in Myelofibrosis

Chiusolo P, et al. Am J Hematol. 2026;101:1192-1195. Retrospective, propensity-score weighted, 21 centers

STUDY KEY RESULTS (4-YR, ATG VS PTCY)

- 539 adults, HLA-matched HSCT
for myelofibrosis, 2010-2024 14 vs 23d 1vs 7%
427 received ATG - 112 received  Neutrophil engraftment = Primary graft failure
PTCy (p<0.001) (p<0.001)

- IPTW propensity-score
adjustment + matched cohort 14 vs 33% 50 vs 23%
analysis Relapse incidence Chronic GVHD

- Endpoints: engraftment, GVHD, (p<0.001) (p<0.001)
relapse, NRM, OS, GRFS

L DOI: 10.1002/ajh.70244

Refining Busulfan Exposure Improves Pediatric ALL HSCT Outcomes
FO RU M StUdYBen Hassine K, et al. Blood Adv. 2026;10:3719-3730. Prospective international phase 3 cohort .

STUDY KEY RESULTS

- 145 children with ALL,
fludarabine-busulfan-thiotepa 73_,98 1,93.x 92
conditioning Optimal busulfan EF§ risk if non-

- IPK-modelled busulfan exposure cAUC, mg-h/L optimal (p=0.008)
(cumulative AUC)

- Matched vs. 51 TBI-conditioned 2.01x = TBI
recipients (post-hoc) GRFS risk if EFS/GRFS/OS if

- Endpoints: EFS, GRFS, OS, nonoptimal (p=0.002) exposure optimal
relapse, toxicity

L DOI: 10.1182/bloodadvances.2025019142

Treosulfan-Fludarabine Conditioning in Infants with SCID
Extended UK Study vumsH, et al. Br s Haematol. 2026;208:1713-1723. UK multicentre retrospective cohort, 2006-2022.

STUDY KEY RESULTS

- 104 infants with SCID, first HSCT, o o
treosulfan-fludarabine 81/77% lvs 74’_
conditioning 5-yr overall / Endothelial cell

- Median follow-up 5.4 years eventfree survival dysfunction

- Multivariable analysis of OS/EFS
predictors . 92% HR 3.9-5.6

- Endpoints: OS, EFS, endothelial Survivors free of Ig Chronic GVHD
toxicity, chimerism, Ig freedom replacement (p<0.001)

L DOI: 10.1111/bjh.70453
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A one-time antibody “dip” of the graft may replace months of GVHD drugs

reventing GVHD currently
Pmeans months of immunosup-

pressive drugs that raise the risk
of infection and leukaemia relapse. A
German team tested a different
approach: treating the donor graft
itself, once, before infusion, with a
non-depleting antibody (MAX.16H5)
that quiets CD4+ T-cells rather than
killing them.

In laboratory assays, the antibody cut
T-cell proliferation by about 59% and
pushed cells toward a calming,
IL-10-driven state rather than classic
regulatory T-cells. In a humanised
mouse model followed for 160 days,
this single pre-treatment prevented
GVHD as effectively as repeated

[00]
o

50-63%

N iy D
(=] o o

Mouse survival at Day 160 (%)

o

MAX.16H5
(single dose)

over untreated controls (same figure).

50-63%

Cyclosporine A
(repeated)

Prednisolone and mycophenolate mofetil — both standard oral options — gave no survival benefit

A single antibody dose matched repeated immunosuppression
for GVHD prevention in mice

50-63%

Tacrolimus
(repeated)

dosing with cyclosporine or tacrolimus
(50-63% survival), while standard
steroids and mycophenolate mofetil
failed outright. If confirmed in
humans, a one-time graft treatment

could replace months of systemic
immunosuppression, sparing patients
its infection and organ-toxicity
burden. A first-in-human phase 1 trial
is now being prepared.

Roth K, Loeffler D, Blumert C, et al. Anti-CD4 antibody-modulated transplants for GVHD prevention in hematopoietic cell transplan-
| tation. Blood. 2026;147(20):2402-2412. doi:10.1182/blood.2025031370 — Blood - 2024 Impact Factor 23.1

When is it safe to stop CMV prophylaxis? New data point to about 6 months

cytomegalovirus (CMV) preven-

tion after stem cell transplant, but
how long the risk lasts, and how long
prophylaxis should continue, has been
unclear. In the largest single-centre
study to date (2,106 patients),
researchers tracked CMV reactivation
from day 90 to day 360 post-trans-
plant. In the highest-risk pairs
(CMV-negative donor, CMV-positive
recipient), the chance of significant
CMV viraemia fell steadily: from 24%
in the first 90 days to 9% by day 180,
5% by day 270, and just 2% by day
360, converging on the baseline risk of
the lowest-risk pairs by around day
180-270. Active graft-versus-host
disease was consistently the strongest

I etermovir has transformed early

by about 6 months, not 3
30

55 | 24.3%
20
15

10

wu

Day 0-90

Day 91-180

Cumulative incidence of CMV viremia (%)

CMV risk in the highest-risk transplant pairs falls to baseline

Lowest-risk pairs' Day 0-90
5.0% baseline risk (5.4%)

Day 181-270 Day 271-360

driver of late CMV, outweighing every
other factor studied. Letermovir's
protective effect was clear only in the
first 90 days. These findings suggest
letermovir prophylaxis could reason-

ably be stopped around day 180 in
most patients, rather than continued
indefinitely, without an apparent rise
in CMV risk.

Chen GL, Bassett R, Mehta RS, et al. Late Cytomegalovirus Infections After Allogeneic Hematopoietic Cell Transplant. Am J Hematol.
| 2026;101:1828-1838. doi:10.1002/ajh.70347 — American Journal of Hematology - 2024 Impact Factor 9.9
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Teenagers and young adults carry a heavier GVHD burden than younger children

oes a child's age at transplant
change their risk from
graft-versus-host disease

(GVHD)? This CIBMTR registry study
of over 14,000 children and young
adults (aged 0-21) transplanted for
cancer or non-cancer blood disorders
found that adolescents and young
adults (13-21 years) had a higher risk
of moderate-to-severe chronic GVHD
than younger children, and, among
those transplanted for non-malignant
disease, a higher risk of severe acute
GVHD too. Regardless of age, both
severe acute GVHD and significant
chronic GVHD roughly doubled to
nearly tripled the risk of death.
Five-year survival was lowest in the
oldest group (51% in adoles-

Severe acute GVHD
- Overall survival

Moderate/severe chronic GVHD
- Overall survival

Severe acute GVHD
- Treatment-related mortality

Moderate/severe chronic GVHD

- Treatment-related mortality hd

1.0 15 20 25

Both severe acute and chronic GVHD roughly double to triple
the risk of death in children

—@— HR 1.88 (1.71-2.06)

=@=- HR 1.26 (1.11-1.42)

———@=— HR 2.78 (2.45-3.16)

Hazard ratio (worse outcome -)
Source: Nishitani M, et al. Blood Adv. 2026;10(6):2108-2115 (Fig. 3A). CIBMTR registry, malignant-disease cohort, N=7582, age <21y.

HR 2.68 (2.25-3.19)
3.0 35 4.0

cents/young adults with cancer, versus
58% in school-age children). The
findings argue for age-aware counsel-
ling before transplant and support
including teenagers and young adults

more deliberately in trials testing
newer GVHD-prevention strategies,
since this group carries a measurably
higher burden of this life-threatening
complication than younger children do.

Nishitani M, Graham RA, Wang T, et al. Impact of age on graft-versus-host disease and overall survival in pediatric hematopoietic cell
S transplant recipients. Blood Adv. 2026;10(6):2108-2115. doi:10.1182/bloodadvances.2025017393 — Blood Advances - 2024

More methotrexate is not better methotrexate for GVHD prevention

ethotrexate (MTX) combined
with a calcineurin inhibitor
remains the most widely used

regimen worldwide for preventing
GVHD, yet the ideal MTX dose and
schedule has never been rigorously
tested. This nationwide Japanese
registry study compared three
regimens in 2,537 patients receiving
matched transplants: the now-com-
mon low-dose 3-day schedule, a low-
dose 4-day schedule (adding a day-11
dose), and the original, higher-dose
3-day schedule. All three gave similar
rates of overall acute & chronic GVHD,
survival, relapse, & infection. However,
the higher original dose unexpectedly
raised the risk of severe (grade IlI-1V)
acute GVHD by 54%, & the extended

Higher-dose 3-day (0d3) vs standard
- Severe (grade lll-IV) acute GVHD

Extended 4-day (Ld4) vs standard
- Severe (grade llI-IV) acute GVHD

Higher-dose 3-day (0d3) vs standard
- Neutrophil engraftment

Extended 4-day (Ld4) vs standard
- Neutrophil engraftment 1.0

Neither a higher methotrexate dose nor a 4th dose
beat the standard low-dose 3-day regimen

=®— HR1.05 (0.95-1.17)

=®- HR 0.69 (0.63-0.75)

Hazard ratio, vs. standard low-dose 3-day regimen (Ld3)

@——— HR 1.54 (1.15-2.07)

HR 1.26 (0.95-1.68)

15 2.0 2.5

4-day schedule meaningfully delayed
neutrophil engraftment without any
GVHD benefit. In other words, giving
more MTX, or giving it for longer,
bought no extra protection and cost

more toxicity. This is reassuring,
practice-affirming evidence that the
standard low-dose, 3-day regimen
already in widespread use remains the
sensible default choice.

Suzuki T, Jo T, Yoshifuji K, et al. Impact of methotrexate-dosing regimens for GVHD prophylaxis on clinical outcomes of HLA-matched
S allogeneic HSCT. BrJ Haematol. 2026;208:219-228. doi:10.1111/bjh.70213 — British Journal of Haematology - 2024
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Persistent and Recurrent Bleeding in Severe
Haemophilia A With a Previous Factor-VIlI Inhibitor

Reported by Ms. Hina Fatima

he development of factor VIII
I (FVII) inhibitors remains one of

the most challenging complica-
tions in the management of severe
haemophilia A. Patients with a previ-
ous inhibitor may experience bleeding
that is difficult to control even when no
inhibitor is detectable during a subse-
quent episode. In such circumstances,
treatment decisions should be guided
not only by laboratory findings but also
by the patient’s inhibitor history and,
importantly, the clinical response to
replacement therapy.

Case Presentation

We report the case of a child with
severe haemophilia A and a previous
FVIIl inhibitor who developed
persistent traumatic bleeding despite
repeated FVIIlI administration. He
subsequently experienced recurrent
dental bleeding. Although the inhibitor
assay was negative during admission,
both episodes improved after adminis-
tration of recombinant activated
factor VII (rFVIIa).

A 7-year-old boy weighing 16 kg, with
severe haemophilia A and a document-
ed FVIll inhibitor in 2024, presented to
the Emergency Department at the
Pakistan Institute of Medical Sciences
(PIMS), Islamabad, in March 2026 with
persistent bleeding from a traumatic
chin wound. He had a history of
recurrent haemarthroses and haema-
tomas requiring multiple hospital
admissions. Despite repeated FVIII
administration, adequate haemostasis
was not achieved; his activated partial
thromboplastin time (APTT) was
prolonged at 81 seconds. Significant
blood loss led to hypovolaemic shock,
requiring packed red blood cell and
fresh frozen plasma transfusions.
Repeat inhibitor testing on 1 April
2026 detected neither an immediately
acting nor a time-dependent FVIII
inhibitor. Never theless, the clinical

HEMOPHILIA

PATIENTS WELFARE SOCIETY

RAWALPINDI PAKISTAN

response to repeated FVIII administra-
tionremained inadequate. rFVIla was
therefore administered, resulting in
substantial improvement in bleeding
control. Intermittent bleeding from the
chin wound persisted and required
further haemostatic intervention and
surgical review. Approximately one week
after control of the chin bleeding, the
patient developed recurrent dental
bleeding. This again responded poorly
to FVIII alone & subsequently required
rFVIla. The patient was then transi-
tioned to prophylaxis with emicizumab.

Discussion

This case highlights several important
considerations in the management of
severe haemophilia A.

1. Clinical Response in the Absence of
a Detectable Inhibitor

In this patient, the following features
provided important clinical evidence
that FVIII replacement alone was

insufficient during the episode:
history of an FVIIl inhibitor; persistent
bleeding despite repeated FVIII
administration; an inadequate clinical
response to replacement therapy; and
subsequent improvement following
rFVIla administration.

2. Role of Bypassing Therapy
rFVllais an established bypassing
agent for the management of acute
bleeding in patients with haemophilia
A and inhibitors. In this case, its
introduction was associated with a
clear improvement in haemostatic
control.

3. Relevance of Previous Inhibitor
History

The patient’s inhibitor history from
2024 remained clinically relevant
despite the absence of a detectable
inhibitor during the current admission.
A negative assay should therefore be
interpreted alongside treatment
history & observed clinical response.

4. Comprehensive Management of
Recurrent Mucocutaneous Bleeding
The initial traumatic chin wound was
followed by recurrent dental bleeding.
These episodes required more than
replacement therapy alone. Local
wound care, surgical review, transfu-
sion support, antifibrinolytic therapy, &
bypassing therapy formed part of the
comprehensive management approach.

5. Access to Bypassing Agents

A key feature of this case was the
availability of rFVIla. However, its high
cost can severely limit access in low-
and middle-in come countries. In
resource-constrained settings, obtain-
ing bypassing therapy can be particu-
larly difficult. Reliable access to
appropriate haemostatic products,
comprehensive haemophilia care, and
prophylactic treatment is essential to
reduce morbidity and prevent recur-
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rent bleeding.

6. Transition to Prophylaxis
Prophylaxis is essential to prevent
recurrent joint bleeding, chronic
arthropathy, and disability. For
patients with inhibitors, emicizum-
ab—a non-factor therapy—has
substantially expanded prophylactic
treatment options.

The World Federation of Hemophilia
Humanitarian Aid Program supports
access to emicizumab in low- and
middle-income countries.

Lessons From the Case
This case offers several practical
lessons for clinicians caring for

children with severe haemophilia A:

1. A previous FVIIl inhibitor remains
clinically relevant even when a subse-
quent inhibitor assay is negative.

2. Persistent bleeding despite appro-
priate FVIII administration should
prompt early reassessment of treat-
ment efficacy: treat the patient, not
the laboratory result alone.

3. Clinical response should be inter-
preted alongside laboratory inhibitor
results.

4. Bypassing therapy should be
considered when FVIII fails to achieve
adequate haemostasis in a patient with
a previous inhibitor.

5. Mucosal and dental bleeding may
recur even after apparently successful

control of a major traumatic bleed.

6. Local haemostatic measures and
antifibrinolytic therapy can be valuable
adjuncts, particularly for dental and
mucosal bleeding.

7. Reliable access to bypassing agents
is critical for patients with current or
previous inhibitors.

8. Patients with recurrent break-
through bleeding should be assessed
for an appropriate prophylactic
strategy rather than managed solely
with episodic treatment.

9. Multidisciplinary management
involving haematology, surgery,
emergency medicine, transfusion
services, dentistry, and the haemophil-
ia treatment team is essential in
complex cases.

A once-a-month injection that outperforms intravenous factor prophylaxis

Mancuso ME, Chan AKC, Shanmukhaiah C, et al. Mim8 Bispecific Antibody Prophylaxis in Hemophilia A with or without
Inhibitors (FRONTIER2). N Engl J Med 2026;394:1696-1709. Published 30 April 2026. doi:10.1056/NEJMo0a2517384

im8 (denecimig) is a next-gen-
M eration bispecific antibody

that imitates activated factor
VIl by bridging factor IXa & factor X.
FRONTIER2 randomised 254 people
aged 12 years and older with haemo-
philia A - 84% severe, 12% with inhibi-
tors - to subcutaneous denecimig once
weekly or once monthly, compared

against their previous treatment.
Among those previously treated on
demand, the annualised bleeding rate
fell from 15.76 to 0.57 with weekly
dosing & 0.20 with monthly dosing,
reductions of 96% and 99%. Among
those already receiving factor prophy-
laxis, bleeding fell by a further 54%
(weekly) and 43% (monthly). Between

64% & 95% of participants on denec-
imig had no treated bleeds at all.
Injection-site reactions occurred in 10%
of participants; there were no thrombo-
embolic events & no clinically signifi-
cant neutralising antibodies. In short: a
monthly subcutaneous injection gave
better protection than intravenous
factor prophylaxis.

Five years after a single infusion:the final word on

HOPE-B

Pipe SW, Miesbach W, Recht M, et al. Final Analysis of a Study of Etranacogene
Dezaparvovec for Hemophilia B. N Engl J Med 2026;394:463-474.

doi:10.1056/NEJM0a2514332

tranacogene dezaparvovecis a
E single-dose AAV5 gene therapy

carrying the hyperactive Padua
variant of factor IX. HOPE-B enrolled
54 men with haemophilia B (factor IX
activity <2 IU/dL) who completed a
lead-in period of factor IX prophylaxis
before receiving one intravenous
infusion; men were included regardless
of pre-existing AAV5 antibodies. Five
years on, mean factor IX activity was
36.1+15.7 IU/dL — squarely in the mild
range — and 96% of participants

showed transgene-derived expression.
The annualised bleeding rate fell 63%,
from4.16 to 1.52, and 94% stopped
prophylaxis altogether. Exogenous
factor consumption dropped 96%, from
about 257,000 to 11,000 IU per year.
Adverse events attributed to the gene
therapy clustered in the first six months
and became uncommon thereafter,
with no AAV-related malignancy and no
late liver toxicity reported. Outcomes
were similar in men who had baseline
AAV5 antibodies.

HEMOPHILIA
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PUNJAB HEALTH CARD

APPROVED FOR BONE MARROW TRANSPLANT

DONATION DETAILS

YOUR COMPASSION
CAN SAVE LIVES

Thousands of children with thalassemia in Pakistan need
regular treatment, blood transfusions, medicines and care.
With your Zakat, Donation and Charity, you can help
them live a healthier, dignified and hopeful life.

YOUR SUPPORT HELPS PROVIDE:
” « Regular blood transfusions ’ Every contribution,
\ / « Medicines & chelation therapy

big or small,

makes a A nght They Deserve,

lasting difference.

« Bone marrow transplants

‘—-‘b
« Nutritional & psychosocial support n

«» Education & awareness programs

A Responsibility We Share

Thalassemia House Tipu Road Rawalpindi

www.pathwel.org.pk ‘ 051-570-6515,051-570-6551



