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 Multifocal malignancy of endothelial cells

 Characteristic red or brown papules

 In 95%-98% of cases serologic confirmation 
of human herpesvirus-8 (HHV-8) infection 
=  Kaposi sarcoma-associated herpesvirus 
(KSHV) infection 

Hiatt et al., Mod Pathol. 2008



1. AIDS-related (risk x3640 before antiretroviral therapy)

2. Classic (men, 74 years old, lower extremities)

3. Iatrogenic or transplant-associated (males, 2-8 months after 
immunosuppresion, can involve LN, mucosa and visceral 
organs)

4. Endemic (<40 years old, equatorial Africa, more aggressive)

5. MSM (men who have sex with men, without HIV infection, 
often young or middle aged)

Openshaw et al., J of Translat Med 2023



 History of immunosuppressive drugs (corticoids..)

 Physical examination (complete skin, oral, and lymph node 
examinations, documentation of edema)

 Photography of the lesions

 HIV testing

 Chest x-ray if advanced cutaneous, oral, visceral, or nodal disease, 
or any pulmonary symptoms

 Chest CT with contrast and bronchoscopy if unexplained 
pulmonary symptoms or abnormalities on chest x-ray

 Abdomen/pelvis CT with contrast (or MRI) and endoscopy if GI 
symptoms or positive hemoccult





 Limited cutaneous disease: absence of established criteria (in 
the different trials: 5 index lesions or <5% body surface area 
involvement). Clinical judgement is required.

 local therapies (topicals, cryotherapy, intralesional chemo..)

 Advanced cutaneous, oral, visceral, or nodal disease

 systemic therapy



 Concomitant diseases: infections (HIV or opportunistic), 

lymphoma, multicentric Castleman disease

 HIV: viral load, T-cell subsets. Cooperation with infectiologist, 
drugs interactions!

 Risk for lymphedema (especially after RT), cellulitis and deep
soft tissue infections

 Fever: Castleman d. or KSHV-associated inflammatory cytokine 
syndrome











treatments can be repeated if they 

were tolerated and the response 

was durable (≥3 months)





 N=258

 pegylated-liposomal doxorubicin (20 mg/m2) or 

doxorubicin (20 mg/m2), bleomycin (10 mg/m2) and vincristine (1 mg) 
q2w for six cycles

 ORR: 50% v. 25% (p< .001)

 Less toxicity with pegylated liposomal doxorybicin 



 Grade 3-4 AE: neutropenia, infection, edema



 AMC-063 pilot dose-escalation st.

 median plasma KSHV DNA 
copy number decreased 
compared with baseline only in 
patients with SD

 N=17, No DLT 

 Diarrhea, fatigue, nausea

Reid et al., Clin Cancer Res. 2020



 Multiple phase II trials of 
patients with AIDS-related KS

 Clinical activity of oral 
etoposide, well tolerated 
(neutropenia)

 A5264/AMC-067 R trial: 
N=190, mild-to-moderate 
AIDS-related KS, ART alone 
with etoposide as needed v. 
ART + immediate etoposide 

Hosseinipour et al., Clin Inf Dis. 2018

Tas et al., J Eur Acad Dermatol Venereol 2013



 oral anti-inflammatory, antiangiogenic, and immunomodulatory 
agent

 AMC070 Ph.I (N=15)/II (N=23) trial

 4 dose levels, 21 days/28  no MDT, 60% ORR

 AE: neutropenia, fatigue, leukopenia, and diarrhea

 ↑ T-regulatory cells, less inflammatory pattern of plasma cytokines

 Also: phase II ANRS 154 Lenakap trial (N=12)

Reid et al., Clin Cancer Res. 2022

Pourcher et al., AIDS Res Hum Retrov 2017



All 6 patients PR or CR



 Activating mutations in PDGF-R and c-
kit were not found at baseline or at 
disease progression

 no correlation with response with 
changes in any of the candidate 
cytokines (IFN, Rantes, IL-6, and bFGF)



 VEGFR2-3, PDGFR and c-kit: implicated in KS pathogenesis and 
inhibited by sorafenib

 antiretroviral drug ritonavir (R) inhibits CYP3A4

 Phase I study of sorafenib in 10 pts 

 20% PR, clinical improvement in the remaining pts

 But adverse events, DLT…

Uldrick et al., ASCO Annual Meeting 2022



 Nivolumab 240 mg D1,D15,D28 + 
Ipilimumab 1 mg/kg D1 q42d for ≤24m. 

 ≥1 prior therapies 
 N=17(HIV-negative)
 Biomarker analysis: low TMB, MSS, no 

HRD,  no PDL1, low TILs, biallelic copy 
number loss of the FOX1A gene (most 
frequent alteration)

 mPFS not reached
 ORR = clinical 78%, radiological 87%

Zer et al., Ann Oncol 2022



 47% classic, 53% endemic (sub-
Saharan Africa and the Caribbean)

 200 mg IV q21d for 6 months

 Different lines of treatment

 Median T to progressin = 24 m.





 Optimal staging for cutaneous disease

 Initial workup: CT scan, endoscopy ?

 How many cycles of  L1 therapy?

 If relapse >3 months, how many times to use L1 chemo 
(liposomal pegylated doxorubicin)?

 What is the best L2 regimen?

 ……………….



 Rare disease, usually not life-threatening

 Very limited prospective data concerning systemic therapies

 Most data on systemic therapies originate from small phase 1/2 studies, 
single-arm, with AIDS-related KS 

 No comparative data

 PLD is the recommended L1 therapy

 Several new active drugs available during the last 2 years 






