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	 Objective:	 Rare disease
	 Background:	 Gaucher disease (GD) is the most common lysosomal storage disorder caused by glucocerebrosidase deficiency. 

Type 1 GD (GD1) often presents with nonspecific manifestations, including splenomegaly, cytopenias, growth 
impairment, and skeletal involvement, leading to delayed diagnosis and irreversible complications. This report 
highlights the delayed diagnosis of GD1 in a patient with longstanding mild manifestations and emphasizes 
the importance of considering GD in patients with unexplained cytopenias and splenomegaly.

	 Case Report:	 We describe a male patient with GD1 whose first manifestations appeared in infancy and included spleno-
megaly. During childhood, persistent cytopenias, hepatosplenomegaly, and growth deceleration were observed; 
however, the diagnosis remained unrecognized. At age 14, the patient developed severe skeletal pain accom-
panied by fever, prompting further diagnostic evaluation. Imaging studies revealed bone marrow abnormali-
ties, and bone biopsy demonstrated foamy macrophages but did not establish a definitive diagnosis. At age 
15, GD1 was suspected and subsequently confirmed by enzymatic testing, biomarker assessment, and genet-
ic analysis. Enzyme replacement therapy with imiglucerase resulted in clinical improvement, reduced organo-
megaly, and stabilization of laboratory parameters. The patient subsequently underwent a structured transi-
tion from pediatric to adult care without treatment interruption.

	 Conclusions:	 GD should be considered in patients with unexplained splenomegaly and persistent cytopenias, even when 
early manifestations are mild and nonspecific. Early recognition and disease-specific diagnostic testing may 
reduce diagnostic delay, facilitate timely treatment initiation, and help prevent irreversible complications. This 
case also highlights the importance of a structured transition from pediatric to adult care in maintaining long-
term treatment continuity.
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Introduction

Gaucher disease (GD) is the most common lysosomal storage 
disorder, with an estimated incidence of approximately 1 in 
40 000 to 60 000 live births worldwide [1,2]. It is caused by 
pathogenic variants in the GBA1 gene, leading to deficiency 
of the lysosomal enzyme b-glucocerebrosidase [2,3]. The re-
sulting accumulation of glucosylceramide within macrophages 
leads to the formation of Gaucher cells [2,4-6] and contrib-
utes to chronic immune dysregulation through increased in-
flammatory mediator production, resulting in multisystem in-
volvement [7,8]. Gaucher cells predominantly accumulate in 
the liver, spleen, and bone marrow; in neuronopathic forms, 
involvement of the central nervous system (eg, perivascu-
lar spaces) may also occur [2,9-11]. Less common manifesta-
tions include pulmonary involvement and cholelithiasis at a 
young age [9,12,13].

The clinical presentation of GD is highly heterogeneous [2,12]. 
Although the disease is typically classified into 3 main types 
based on neurological involvement, these categories are not 
absolute [2,12]. Neuronopathic GD is increasingly regard-
ed as a phenotypic continuum; the lack of a clear diagnostic 
boundary between GD2 and GD3 can lead to diagnostic and 
therapeutic uncertainty [2,14,15]. GD1, the most common 
form, is characterized by the absence of central nervous sys-
tem involvement and typically presents with hepatospleno-
megaly, cytopenias, growth impairment, and skeletal involve-
ment [2,12,16]; all of these features were observed in the 
present case. The key clinical features of the 3 GD types are 
summarized in Table 1 [2,5,12,14]. The genotype-phenotype 
correlation in GD remains unclear, given that the same genetic 
variant can result in diverse clinical manifestations [12,17,18].

The diagnosis of GD is based on demonstration of low b-glu-
cocerebrosidase activity, most commonly assessed by dried 
blood spot (DBS)-based enzymatic testing, and confirmation of 
a pathogenic variant in the GBA1 gene [19]. Additional biomark-
ers, particularly glucosylsphingosine (lyso-Gb1), may provide 
supportive diagnostic information and can be used for disease 
monitoring [20-22]. Depending on the clinical presentation, ex-
clusion of alternative conditions (eg, hematologic, inflammato-
ry, infectious, and neoplastic disorders) may be required [19].

Symptoms of GD can manifest early in childhood and may be 
detected through basic physical, radiologic, and laboratory ex-
aminations; however, their nonspecific nature often leads to 
delayed diagnosis [23,24]. Because persistent mild cytopeni-
as and splenomegaly are frequently attributed to more com-
mon conditions, they may remain insufficiently investigated 
for prolonged periods, representing a substantial diagnostic 
gap [23-25]. This delay may result in missed opportunities for 
early treatment, leading to progressive skeletal involvement, 
impaired growth, and increased long-term disease burden, as 
well as unnecessary diagnostic procedures, highlighting the clin-
ical consequences of delayed recognition [23-25]. Similar diag-
nostic challenges and variable diagnostic pathways have been 
described in published reports of GD presenting with spleno-
megaly and cytopenias [16,26]. Early recognition is crucial giv-
en the availability of effective disease-specific treatments [2,3].

Current disease-specific treatment options for GD include en-
zyme replacement therapy (ERT) and substrate reduction ther-
apy (SRT) [2,27]. Available intravenous ERT agents include imi-
glucerase, velaglucerase alfa, and taliglucerase alfa; oral SRT 
options include miglustat and eliglustat [2,27]. Treatment 
choice is individualized according to disease severity, patient 

Feature
Type 1 

(non-neuronopathic)
Type 2 

(acute neuronopathic)
Type 3 

(chronic neuronopathic)

Onset Childhood or adulthood Infancy Childhood

Central nervous system 
involvement

Absent Severe, rapidly progressive Progressive

Typical neurologic features – Seizures, encephalopathy
Oculomotor palsy, 
ataxia, seizures

Severity of visceral 
involvement

Severe Mild Moderate

Skeletal involvement Common Rare Common

Prognosis Variable, chronic Poor, early death Variable

Additional features
Parkinsonism/ 
extrapyramidal features 
reported in some patients

– –

Table 1. Clinical classification and key features of Gaucher disease [2,5,12,14].

Note: Severity of visceral involvement is expressed qualitatively (mild, moderate, or severe) to reflect relative clinical burden.
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characteristics, and treatment eligibility [2,27]. ERT remains 
the standard therapeutic approach for most pediatric patients 
and many individuals with clinically significant disease [27].

The aim of this case report is to highlight the delayed diagno-
sis of GD1 in a patient with longstanding mild and nonspecif-
ic manifestations, then emphasize the importance of consid-
ering GD in patients presenting with unexplained cytopenias 
and splenomegaly. The report also illustrates the benefits of 
ERT and underscores the role of a structured transition from 
pediatric to adult health care services in maintaining conti-
nuity of care.

Case Report

A male infant was delivered at 39 weeks of gestation by elective 
cesarean section due to advanced maternal age. Family histo-
ry was unremarkable. The perinatal course was uncomplicat-
ed. Immediate postnatal adaptation was appropriate, with an 
Apgar score of 10 at 1 minute. Birth weight was 3700 g (cor-
responding to the 78th percentile according to World Health 
Organization growth charts), and length was 56 cm (97th per-
centile). On the second day of life, the infant developed mild 

physiologic jaundice, which did not require medical interven-
tion. He was breastfed on demand and demonstrated adequate 
weight gain. The clinical course and key diagnostic milestones 
are summarized in Figure 1.

During the first year of life, the child’s development was appro-
priate for age, with linear growth tracking between the 93rd 
and 99th percentiles according to national percentile charts 
prepared by the Institute of Mother and Child. At 8 months of 
age, due to recurrent colic and abdominal pain, the patient’s 
mother consulted a pediatrician. Abdominal ultrasonography 
demonstrated mild splenomegaly, with a spleen length of ap-
proximately 8.5 cm. At that stage, the findings were managed 
with continued observation, and no further diagnostic workup 
was undertaken. Subsequent anthropometric measurements 
showed gradual slowing of linear growth; no early skeletal 
manifestations were reported at that stage. By 16 months of 
age, height had declined to the 76th percentile, and by 6 years 
and 7 months, to the 50th percentile (Figure 2). Additionally, 
the mother reported delayed motor development, weakness, 
and night sweats.

Between 8 months and 4 years of age, follow-up abdominal 
ultrasounds consistently demonstrated hepatosplenomegaly, 

Figure 1. �Clinical timeline from first manifestations to diagnosis, treatment initiation, and transition to adult care. Timeline of 
the patient’s clinical course, diagnostic evaluation, and treatment, highlighting key diagnostic milestones and potential 
earlier diagnostic clues. Abbreviations: ERT, enzyme replacement therapy; MCH, mean corpuscular hemoglobin; MCV, mean 
corpuscular volume; MRI, magnetic resonance imaging.
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such that both organs extended 2 to 3 cm below the costal 
margins. Laboratory tests revealed stable mild anemia with low 
serum iron, reduced or low-normal mean corpuscular volume 
(MCV) and mean corpuscular hemoglobin, and a persistently 
low-normal platelet count (Figures 3-5). No clinically signifi-
cant bleeding tendency was observed. Iron supplementation 
was ineffective. These findings were considered consistent 
with anemia of chronic disease.

At 4 years of age, the patient was admitted to the pediatric 
gastroenterology, hepatology, and immunology unit for further 
diagnostic evaluation. Viral infections (eg, Epstein-Barr virus, 
hepatitis B, hepatitis C, and cytomegalovirus) were ruled out, as 
were celiac disease, alpha-1 antitrypsin deficiency, and Wilson 
disease. Doppler assessment revealed no hepatic vascular ab-
normalities. After the evaluation at 4 years of age, the patient 
remained under outpatient hematology follow-up with regu-
lar clinical monitoring. At age 7, he was admitted to the pedi-
atric oncology and hematology department. Follow-up inves-
tigations confirmed the previously identified abnormalities. 
Normal soluble transferrin receptor levels supported the di-
agnosis of anemia of chronic disease.

At age 14, the patient presented with severe pain in the left 
lower limb accompanied by fever. Initial suspicion was directed 
toward growing pains; however, radiographs of the lower limbs 

revealed heterogeneous osteosclerotic changes in the distal 
left femur, without evidence of periosteal reaction. Magnetic 
resonance imaging demonstrated a heterogeneous bone mar-
row signal with features suggestive of edema or infiltration, 
as well as a subperiosteal lesion suggestive of a hematoma 
(Figure 6). To differentiate between inflammatory and neo-
plastic etiologies, a biopsy was performed.

The initial histopathologic assessment indicated osteomalacia 
in the setting of a nonspecific proliferative process; however, 
no malignant features were identified. Because no definitive 
diagnosis was established, a second tissue sample was ob-
tained. Subsequent evaluation revealed nonspecific changes, 
most likely posttraumatic in origin and related to the previous 
biopsy. The specimen also contained macrophages with mor-
phology characteristic of so-called foam cells; however, no fur-
ther diagnostic workup for conditions associated with foamy 
macrophages was conducted at that time. After the first biop-
sy, prophylactic clindamycin therapy was administered, dur-
ing which the patient developed a low-grade fever. After the 
second biopsy, due to persistent fever, broad-spectrum antibi-
otic therapy with ciprofloxacin and ceftriaxone was initiated.

At age 15, follow-up evaluations confirmed persistence of 
the previously observed abnormalities. Additionally, a great-
ly elevated serum ferritin level was detected. Considering the 

Figure 2. �Growth trajectory before and after diagnosis of Gaucher disease. Patient’s height measurements plotted on Polish reference 
growth charts: Institute of Mother and Child charts for boys aged 0-5 years and Polish OLA/OLAF growth charts for older age 
groups.
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Figure 3. �Longitudinal changes in iron metabolism parameters during follow-up. Longitudinal changes in the patient’s serum ferritin 
and serum iron levels over time. Reference ranges are indicated by shaded areas and were derived from the laboratory 
reports available at each time point. Given that laboratory assessments were performed in different laboratories over the 
years, age-specific reference ranges varied between measurements and thus may appear nonuniform across the figure. Data 
labels represent the patient’s individual measurements at each time point.
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Figure 4. �Longitudinal changes in hematologic parameters during follow-up. Longitudinal changes in the patient’s hemoglobin 
concentration and mean corpuscular volume (MCV) over time. Reference ranges are indicated by shaded areas and were 
derived from the laboratory reports available at each time point. Given that laboratory assessments were performed in 
different laboratories over the years, age-specific reference ranges varied between measurements and thus may appear 
nonuniform across the figure. Data labels represent the patient’s individual measurements at each time point.
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histopathologic findings (foam cells) and evolving clinical pre-
sentation, GD1 was suspected.

Enzymatic testing using DBSs revealed undetectable b-glucocer-
ebrosidase activity and a substantially elevated lyso-Gb1 level 
of 543.4 ng/mL (reference value < 14 ng/mL). Chitotriosidase 
activity was also increased, measuring 178.5 mmol/mL/hour 
(reference value < 100 mmol/mL/hour). Molecular analysis, 
performed by next-generation sequencing on DNA extracted 
from DBSs, confirmed the presence of a homozygous patho-
genic GBA1 variant, c.[1226A>G];[1226A>G].

Taken together, the longstanding history of hepatosplenomeg-
aly; cytopenias; skeletal involvement demonstrated by imaging 
studies; exclusion of alternative infectious, inflammatory, and 
neoplastic conditions; greatly reduced b-glucocerebrosidase ac-
tivity; elevated lyso-Gb1 and chitotriosidase levels; and molec-
ular confirmation of a homozygous pathogenic GBA1 variant 
established the diagnosis of GD1. Histopathologic evaluation 
of the bone lesion was performed at an external institution 
and was available only as a pathology report; therefore, the 
diagnostic assessment presented here is primarily based on 
the documented histopathologic findings and imaging stud-
ies (Figure 6). After the diagnosis, the skeletal symptoms, 

heterogeneous bone marrow signal on magnetic resonance 
imaging, and fever of unknown origin were considered consis-
tent with an acute bone crisis characteristic of GD.

As part of the qualification process for ERT, the necessary eval-
uations were performed, including abdominal ultrasonography 
(organ measurements are detailed in Table 2; June 2019). Bone 
mineral density was assessed via dual-energy X-ray absorpti-
ometry. Z scores were within the expected range for age (refer-
ence threshold > -2.0) for both the lumbar spine (L1-L4; Z score, 
+0.5) and whole-body measurement (Z score, -0.1). Given that no 
neurologic or oculomotor abnormalities were identified during 
the evaluation, no formal neurologic consultation was required. 
Following approval for the treatment program, the first infusion 
of imiglucerase was administered in September 2019, at age 15. 
The dose was adjusted according to the patient’s body weight 
and administered intravenously every 2 weeks in a repeating 
3-infusion cycle of 2000 U, 2000 U, and 1600 U. The infusions 
were well tolerated. Concurrently, vitamin D deficiency was di-
agnosed; supplementation was initiated at 4000 IU/day during 
autumn and winter and 2000 IU/day during spring and summer.

ERT resulted in pronounced acceleration of growth velocity and 
subsequent stabilization of growth parameters within higher 

Figure 5. �Longitudinal changes in platelet count during follow-up. Longitudinal changes in the patient’s platelet count over time. 
Reference ranges are indicated by shaded areas and were derived from the laboratory reports available at each time point. 
Data labels represent the patient’s individual values at each time point.
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Date
Liver size 

[mm]
Liver 

measurement axis

Spleen dimensions 
(largest measured axes) 

[mm]

Spleen volume 
[mL]

June 2019 175 Inferior vena cava (IVC) axis 174 × 84 Not available

December 2019 170
Right lobe 
(craniocaudal axis)

174 × 80 Not available

February 2020 200
Right lobe 
(craniocaudal axis)

166 × 130 × 67 758

August 2020 194
Right lobe 
(craniocaudal axis)

147 × 138 × 67 710

January 2021 167
Right lobe 
(craniocaudal axis)

142 × 113 × 56 466

June 2022 180
Right lobe 
(craniocaudal axis)

135 × 121 × 57 486

September 2023 175
Right lobe 
(craniocaudal axis)

137 × 107 × 65 498

Table 2. Longitudinal measurements of liver and spleen size obtained via routine imaging follow-up.

Notes: Spleen dimensions represent the largest measured axes documented in the imaging reports. Spleen volume is provided 
when available. Measurements were obtained at different time points during routine clinical care and are presented according to 
the methodology used in the original radiology reports. Due to differences in measurement axes and the availability of volumetric 
assessment at later time points, direct comparison across all examinations may be limited.

Figure 6. �Magnetic resonance imaging findings during acute skeletal presentation. Coronal magnetic resonance imaging of the 
lower extremities. (A) Short tau inversion recovery sequence demonstrates a heterogeneous area of increased signal 
intensity within the distal metaphysis and diaphysis of the left femur, suggestive of bone marrow edema or infiltration. 
(B) Corresponding T1-weighted image shows reduced signal intensity in the same region, indicating replacement of 
normal bone marrow. White arrows indicate the abnormal marrow lesion within the distal femur. No cortical destruction or 
periosteal reaction is observed. Overall, the imaging findings are consistent with an acute bone crisis in Gaucher disease.
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percentile ranges (Figure 2), indicating improvement in the pa-
tient’s overall metabolic status. Serial abdominal ultrasounds 
demonstrated progressive reductions in liver and spleen size 
(Table 2), confirming a favorable organ response to treatment, 
although minor variability in measurement techniques across 
time points should be considered when interpreting longitu-
dinal changes. Concurrently, bone lesions observed on fem-
oral magnetic resonance imaging remained stable compared 
with previous assessments.

Ferritin levels decreased relative to pretreatment values but 
remained at the upper limit of normal (Figure 3). Despite sup-
plementation, iron levels remained stable at the lower limit 
of normal (Figure 3). In contrast, hemoglobin and MCV val-
ues showed a sustained gradual increase after ERT initiation, 
reaching the upper normal range by the end of follow-up 
(Figure 4). Platelet counts remained within the lower normal 
range throughout (a transient decline in 2019-2020 was fol-
lowed by recovery) (Figure 5).

The patient remained under continuous care at a pediatric on-
cology and hematology center until age 18, with ERT doses 
adjusted according to body weight and consistently well tol-
erated. The transition to adult care was planned over several 
months through collaboration between the pediatric and adult 
care teams, as well as consultations with the patient and his 
family. In 2023, at age 18, the patient was transferred to an 
adult rare disease center selected by the family, where imi-
glucerase therapy has continued as day-case infusions dur-
ing 1-day hospitalizations in an internal medicine unit, with 
consistently good tolerance. At present, the patient remains 
asymptomatic, with stable laboratory and imaging findings.

Discussion

This case highlights the diagnostic challenges of GD when ear-
ly manifestations are mild and nonspecific. The patient pre-
sented with a paucisymptomatic, non-neuronopathic form of 
GD, in which subtle hematologic abnormalities persisted for 
years prior to the onset of severe skeletal symptoms. Only af-
ter the development of severe skeletal manifestations was 
further diagnostic evaluation conducted, given that inflam-
matory and neoplastic etiologies were initially considered in 
the differential diagnosis.

Although GD is the most common lysosomal storage disorder, 
with type 1 representing approximately 90% of cases [2], its 
diagnosis is frequently delayed (average delay ~ 4 years) [25]. 
This pattern is consistent with recent studies highlighting diag-
nostic delays in GD, particularly among patients with mild and 
nonspecific early manifestations [23,24]. This delay is largely 
attributable to the nonspecific nature of early manifestations 

and their overlap with more common conditions, partly relat-
ed to chronic immune activation [7,8], which may lead to mis-
diagnosis as conditions such as juvenile idiopathic arthritis, 
idiopathic thrombocytopenic purpura, anemia of chronic dis-
ease, or benign causes of bone pain [20,23,28]. Importantly, 
in GD, platelet counts can remain persistently low-normal or 
only mildly reduced (“gray zone” thrombocytopenia), which 
should not be considered reassuring and should prompt fur-
ther diagnostic evaluation when accompanied by splenomeg-
aly [23,25,28]. Thus, among patients with unexplained chron-
ic cytopenias and splenomegaly, GD should be considered in 
the differential diagnosis, even in the absence of neurologic 
manifestations [21,29]. This consideration is particularly im-
portant before irreversible interventions such as splenectomy 
are contemplated; splenectomy is associated with significantly 
worse outcomes in GD [21,30] and can further complicate or 
delay recognition of the underlying disease, as illustrated by 
a recently reported case in which GD remained unrecognized 
for approximately 40 years after childhood splenectomy [31].

Several potential diagnostic opportunities arose during the pa-
tient’s clinical course. Mild splenomegaly—identified during 
infancy—was eventually associated with persistent cytopeni-
as and hepatosplenomegaly. At age 14, the patient developed 
severe bone pain and fever, which, following the diagnosis 
of GD, were considered consistent with an acute bone cri-
sis. Histopathologic examination of the bone lesion also re-
vealed macrophages with foamy morphology. Although none 
of these findings is specific for GD in isolation, their combi-
nation could have prompted earlier targeted diagnostic test-
ing. Similar diagnostic challenges have been noted in previ-
ous case reports [16,32]. Chen et al described 2 patients with 
longstanding thrombocytopenia and splenomegaly in whom 
the diagnosis of GD was delayed by approximately 10 and 20 
years, respectively, despite persistent hematologic abnormali-
ties [16]. In contrast, Cullufi et al reported an infant with hepa-
tosplenomegaly, anemia, and thrombocytopenia, in whom early 
diagnostic investigations (eg, bone marrow examination, bio-
chemical testing, and genetic analysis) led to diagnosis dur-
ing infancy and initiation of treatment at age 7 months [32]. 
Although this patient later developed manifestations of a se-
vere neuronopathic form of GD, the initial presentation at di-
agnosis was similar to observations in the present case. Taken 
together, these reports illustrate that comparable early mani-
festations, particularly splenomegaly and cytopenias, may lead 
to diagnosis within months or remain unrecognized for many 
years, depending on the diagnostic approach.

To achieve early diagnosis of GD, awareness must be raised 
among health care professionals across multiple specialties, 
particularly hematologists, pediatricians, internists, and family 
physicians [20,28]. In clinical practice, lysosomal storage disor-
ders often remain outside standard diagnostic pathways due 
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to their rarity and nonspecific presentation [20,23,28]. Thus, 
incorporation of GD into routine diagnostic algorithms, espe-
cially for patients with unexplained splenomegaly, persistent 
cytopenias (particularly thrombocytopenia), or bone abnormal-
ities, may be beneficial [21,29,33]. Tools such as the Gaucher 
Earlier Diagnosis Consensus scoring system can facilitate risk 
stratification and prioritization of diagnostic evaluation [33]. 
Ultimately, improved clinical awareness and structured diag-
nostic approaches may help shorten the time to diagnosis and 
reduce the risk of irreversible complications [25,28].

The measurement of b-glucocerebrosidase activity from DBSs 
is the most commonly implemented first-line screening test for 
suspected GD [19,22,34]. This approach enables differential di-
agnosis using a single sample [22,34-36]. When interpreted in 
the context of the clinical presentation and confirmed by ge-
netic testing, which can also be performed via DBSs, the re-
sults are sufficient to establish the diagnosis and qualify the 
patient for disease-specific treatment [19,22]. Moreover, DBSs 
can be used to assess chitotriosidase activity, a biomarker of 
macrophage activation that provides supportive diagnostic 
information and enables monitoring of disease burden and 
treatment response in GD [20-22]. For patients with a strong 
clinical suspicion of GD despite inconclusive or negative DBS 
results, further diagnostic evaluation should be pursued, includ-
ing additional enzymatic testing, lyso-Gb1 measurement, and 
comprehensive molecular analysis of the GBA1 gene [20-22].

Notably, the use of DBS-based diagnostics may reduce the need 
for invasive procedures such as bone marrow cytology or his-
topathology; diagnostic confirmation can often be achieved via 
minimally invasive testing [19,22]. Macrophages with a foamy 
or Gaucher-like appearance (pseudo-Gaucher cells) may also be 
observed in various other conditions, including hematologic ma-
lignancies and inflammatory, autoimmune, or infectious diseas-
es, limiting the diagnostic value of bone marrow biopsy in this 
context [19,37]. Moreover, immune-mediated and inflammatory 
disorders, such as IgG4-related disease, can exhibit overlapping 
clinical features and macrophage-rich infiltrates [38]. Therefore, 
histopathologic findings should be interpreted with caution 
and cannot be considered diagnostic of GD in isolation [19,37].

Although both ERT and SRT are available treatment options for 
GD, ERT remains the standard of care for most patients [2,27]. 
For adolescents and young adults, oral SRT is often perceived 
as an attractive alternative to intravenous therapy; however, 
current evidence suggests that its use should be deferred until 
completion of skeletal maturation due to concerns regarding 
bone development and long-term safety [39,40]. Thus, ERT re-
mains the preferred therapeutic option in this age group [27]. 
Although ERT involves repeated administration of an exogenous 
enzyme, clinically significant immune reactions are uncommon in 
patients with GD1, supporting its favorable safety profile [2,27].

ERT is generally most effective when initiated early because it 
prevents further organ enlargement, improves hematologic pa-
rameters, reduces skeletal complications, and alleviates chronic 
pain, thus improving quality of life [2,3,12,27,41]. Additionally, 
ERT may attenuate chronic inflammatory and immune activa-
tion, which has been implicated in the increased risk of he-
matologic malignancies reported in GD [5,12,30,39]. However, 
the optimal timing of treatment initiation remains a clinical 
challenge—immediate therapy is not always required in indi-
viduals with mild or slowly progressive disease [20,39,40]. In 
the present case, ERT was linked to improved growth velocity 
and hemoglobin levels, as well as increased MCV and a slight 
increase in platelet counts within the normal range, consis-
tent with recent findings of improved erythropoiesis during 
ERT in the GD context [42]. Ferritin levels remained elevated 
throughout follow-up, whereas serum iron levels decreased, 
and liver and spleen size progressively declined, as illustrated 
in Figures 3-5 and Table 2. Overall, these findings match previ-
ously reported clinical responses to ERT in cases of GD [27,30].

Another important issue is the transition from pediatric to 
adult care, which represents a critical phase in the manage-
ment of chronic rare diseases such as GD [43,44]. Transition 
may follow different models, including individual transition, 
group-based programs, or joint pediatric-adult visits; no uni-
versally accepted standard exists [43,45,46]. During this pe-
riod, young adults face multiple challenges, including assum-
ing responsibility for lifelong therapy; balancing education, 
employment, and family planning; and coping with the loss 
of structured pediatric support [43,46]. Poorly planned tran-
sition is associated with an increased risk of loss to follow-
up and treatment discontinuation [22,26]. Accordingly, tran-
sition should be approached as a structured, gradual process 
based on early preparation, close collaboration between pedi-
atric and adult care teams, patient and family education, and, 
when needed, psychological support to facilitate autonomy 
and sustained engagement in care [43,45,46]. In the present 
case, a structured transition process enabled uninterrupted 
continuation of therapy and follow-up.

Conclusions

This report highlights the diagnostic challenges of GD in pa-
tients with longstanding mild and nonspecific manifestations. 
In the present case, the nonspecific nature of the initial find-
ings contributed to a prolonged diagnostic delay, emphasizing 
the importance of considering GD in the differential diagno-
sis of unexplained cytopenias and splenomegaly. Early diagno-
sis facilitates timely initiation of disease-specific therapy and 
may help prevent irreversible complications.
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Although delayed diagnosis of GD has been described in the 
literature, the value of this report lies in the detailed longi-
tudinal documentation of subtle early manifestations, key di-
agnostic decision points, treatment response, and the transi-
tion from pediatric to adult care within a single patient. The 
report also underscores the importance of a structured transi-
tion process in maintaining continuity of treatment and long-
term follow-up.
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