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Introduction

• With > 30 000 allogeneic transplantations performed worldwide each 
year and 35% to 50% of recipients developing cGVHD, this 
complication remains a frequent and formidable foe.

• > 20% of patients with cGVHD achieve a durable partial (PR) or 
complete response (CR) and survive 1 year after initial therapy 
without additional systemic therapy, indicating that treatment 
refractory cGVHD is relatively common and patients likely will require 
ongoing therapy.



Clinical manifestations of chronic GVHD



Clinical manifestations of chronic GVHD



The frequency of organ involvement



Chronic GVHD can affect all layers of skin



Evaluation and frequency of monitoring according 
symptoms or affected organs



Chronic GVHD review of systems



Goal of GVHD treatment

• long-term goal of GVHD treatment is the development of 
immunologic tolerance, indicated by successful withdrawal of all 
immunosuppressive treatment without recurrence or clinically 
significant exacerbation of disease manifestations.

• The current therapeutic approach functions primarily to prevent 
immunemediated damage, while awaiting the development of 
tolerance.



Continuous recalibration of immunosuppressive treatment in order to avoid 
overtreatment or undertreatment.



Agents used for secondary treatment of chronic GVHD









• Ibrutinib demonstrated clinical improvement in> 65% of patients 
when administered in the landmark trial to patients with steroid-
refractory GVHD with oral or skin disease.

• Although evidence is lacking, use of rapamycin for joint involvement, 
tacrolimus for myositis, and ruxolitinib for scleroderma can be 
effective.

• ECP for steroid-refractory skin disease, especially sclerodermatous
cGVHD.



• The median duration of systemic treatment of chronicGVHDis;2 years 
in patients who had HCT with marrow cells and ;3.5 years in those 
who had HCT with mobilized blood cells.



• Currently, the choice of therapy after failure to achieve PR or CR with 
initial treatment remains patient specific, with comorbidities and 
history of infectious complications heavily influencing agent choice. 

• These factors, coupled with organ function, toxicities of agents , 
patient preferences, and provider experience, collectively determine 
the preferred next agent.



Future perspectives

• Participation in a clinical trial represents the first option to consider 
for eligible patients with chronic GVHD. 

• Novel strategies directed toward depleting or modulating B cells, 
expanding T or B regulatory cells, and targeting the processes 
implicated in fibrosis are under active investigation and could lead to 
future advances in treatment of chronic GVHD.



Human placental mesenchymal stromal cell-derived
exosome-enriched extracellular vesicles for 

chronic cutaneous graft-versus-
host disease

A case report



BACKGROUND

• Human mesenchymal stromal cells (hMSC) have been used to treat 
many inflammatory diseases/disorders in the clinic.

• A recent systematic review and meta-analysis showed that treatment 
wit these cells is not associated with any severe or notable side
effects.

• Furthermore, placenta cells lack MCH class II antigens, which are 
responsible for allograft rejection.



BACKGROUND

• Exosomes are natural extracellular vesicles released by different cell 
types and contain proteins, lipids and RNA. 

• These vesicles have been known to participate in intercellular
interactions and communications.

• Depending on the origin and microenvironment of exosomes, they 
could play different roles, of which immune modulation is one of the 
most important ones.



METHODS AND PATIENT









Cutaneous chronic graft-versus- host disease in the patient.
pictures represent before the extracellular vesicles therapy



Cutaneous chronic graft-versus- host disease in the patient.
pictures represent after 4 ,extracellular vesicles therapy



DISCUSSION

• It was shown that the mentioned treatment could decrease the signs 
and symptoms caused by cutaneous cGVHD, specifically 
hyperpigmentations and ulcers caused by skin dryness. 

• Also, the cutaneous inflammation decreased significantly and was 
more evident than other manifestations due to the anti-inflammatory 
potential of the treatment.



Laboratory variables before and 4 weeks after the last
session of intervention



DISCUSSION

• As shown in Table , monocytes have been decreased from 18% to 5%, 
which is clinically significant. 

• It has been shown that donor monocytes could be involved in the 
pathogenesis of GVHD.

• In patients diagnosed with GVHD, it has been shown that the 
intermediate CD14++ CD16+ monocytes could promote the induction 
of a subset of Th17 glucocorticoid resistance cells.

• Thus, it seems that our intervention was able to reduce this effect in 
our patient who did not respond to corticosteroid therapy.









DISCUSSION

• To our knowledge, we are reporting the second case of exosome 
therapy for GVHD in a cutaneous cGVHD patient, which showed 
clinically acceptable results for both the team and the patient. 

• The results remained stable for 4 months with no relapse.



CONCLUSION

• Although many studies have used mesenchymal stem cells in clinics, 
data on using MSCs exosome therapy for GVHD are extremely limited. 
The experience of our team with hPMSC exosome-enriched EVs 
therapy on the described cutaneous cGVHD patient was clinically 
successful, making it a potential treatment for this pathology.

• However, further complementary studies and trials are strongly 
suggested.




