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Clinical presentation
Patient: Roberto, male, 36 years
Comorbidities: none; Drugs: none                                                                                             
Physiological history: no smoker, no allergies
Clinical: worsening asthenia, insomnia, sleep apnea → medical evaluation

CBC: WBC 37.500/mmc, ANC 4.000/mmc, ALC 42.300/mmc, Hb 14.6 g/dl, Plts 179.000/mmc
Exams: glucose, creatinine (0.98 mg/dL), elettrolites, liver function, LDH (466 UI/L) and BUN (6.3 mg/dL) in range
Immunofenotype: conclusive for Chronic Lymphocitic Leukemia                                                            
Biological profile: IGHV unmutated, TP53 wild type, FISH positive for del13q, negative for del17p, del11q, tris12

ENT visit: indication for tonsillar biopsy for suspected localization of lymphoproliferative disease.

Histological tonsillar biopsy: small lymphocyte lymphoma.
CT scan: bilateral axillary lymphnodes (38 mm on the right, 26 mm on the left); laterocervical and bilateral

submandibular lymphnodes (max 23 mm on the right); mild splenomegaly (DL 15 cm); left inguinal
lymphnode (19x14 mm).

Haematological evaluation: histological confirmation of tonsillar CLL in young man with clinical
presentation of sleep apnea

→ watch and wait or start 1st line 
treatment?

March 2023

February 2023

May 2023



Tonsillar localization of CLL/SLL 

Duggal R, et al. Case Reports Indian J Hematol Blood Transfus. 2016 Jun;32(Suppl 1):152-5. doi: 10.1007/s12288-015-0629-8. 
Epub 2015 Dec 11. Bilateral Tonsillar Enlargement as a First Manifestation of Chronic Lymphocytic Leukemia/Small 
Lymphocytic Lymphoma with an Unusual Interfollicular Pattern of Infiltration

Prabhjot Kaur, Tipu Nazeer. Am J Otolaryngol. 2004 Mar-Apr;25(2):121-5. doi: 10.1016/j.amjoto.2003.09.009. B-cell chronic 
lymphocytic leukemia/small lymphocytic lymphoma presenting in the tonsil: a case report and review of literature

Virtually any lymphoid tissue may be enlarged at diagnosis, including Waldeyer's ring in the pharynx

but it is not frequent as treatment criterion!!

Ottinger AM, et al. Ear Nose Throat J. 2023 Nov 24:1455613231214634. doi: 10.1177/01455613231214634. Unilateral 
Tonsillar Enlargement as Initial Presentation of Bilateral Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma.



Options – may 2023

Watch and wait

Continuous therapy: 
first or second generation Bruton Tyrosine Kinase Inhibitors 

(ibrutinib or acalabrutinib)

Fixed duration therapy: 
obinutuzumab plus venetoclax



Treatment choice

NCCN Guidelines Update: Chronic Lymphocytic Leukemia/Small 
Lymphocytic Lymphoma. J Natl Compr Canc Netw. 2023;21(5.5):563-566

Onkopedia guidelines update: Clemens-Martin Wendtner, Othman Al-Sawaf, 
Mascha Binder, et al. Chronische Lymphatische Leukämie (CLL).

ONKOPEDIA 2023 NCCN 2023



Treatment choice
CLL14 6-year 
update

Al-Sawaf O, et al. EHA 2023. Abstract S145 (Oral).



Treatment choice

Age → young  → fixed >>> continous

Comorbidities  → none  → fixed = continuous

Clinical disease → blood and nodal, no bulky → fixed = continuous

Biological disease → IGHV UNM, TP53 WT, no del17p → continuous > fixed? Not 
relevant!

Patient opinion → young/work/life style → fixed >>> continuous



Treatment - Day Hospital
Obinutuzumab

June, 05th 23

Start

→ Infusion related reaction (IRR) on C1D1 
Heat and hypotension resolved with steroids and IV fluids

→ Laboratory tumor lysis syndrome (TLS risk: intermediate)
ALC before treatment 37500/mmc, no lymphadenopathies >5 cm, no splenomegaly 

Hyperuricemia prophylaxis with allopurinolo; IV fluids

→ Rapid resolution of clinical treatment criteria 



Treatment - Day Hospital
Venetoclax

June, 26th 23
Start

→ No complications

→ No TLS

→ No discontinuation



Evaluation

→ Immunofenotype (december 2023, march 2024, may 2024): negative

→ ENT visit (march 2024): clinical response

→ CT scan june 2024



Safety concerns

Fischer K, et al. N Engl J Med 2019



Options – may 
2024

Watch and wait

Continuous therapy
first or second generation Bruton Tyrosine Kinase Inhibitors

(ibrutinib or acalabrutinib or zanubrutinib)

Fixed duration therapy 
obinutuzumab plus venetoclax

ibrutinib plus venetoclax



Options – may 2025?




