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CheckMate 141 Study Design

R
2:1

Nivolumab 
3 mg/kg IV q2w

Investigator’s Choice 
•Methotrexate 40 mg/m² IV 
weekly
•Docetaxel 30 mg/m² IV 
weekly
•Cetuximab 400 mg/m² IV 
once, then 250 mg/m² 
weekly)

Key Eligibility Criteria

• R/M SCCHN of the oral cavity, 
pharynx, or larynx

• Not amenable to curative therapy 

• Progression on or within 6 months of 
last dose of platinum-based therapy

• ECOG PS 0–1

• Documentation of p16 to determine 
HPV status 

• No active CNS metastases

Stratification factor
• Prior cetuximab treatment

CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HPV, human papillomavirus; ORR, objective response rate; 
OS, overall survival; PFS, progression-free survival; R, randomized; R/M, recurrent/metastatic; SCCHN, squamous cell carcinoma of the head and neck; Clinicaltrials.gov. NCT02105636. 

Primary endpoint
•OS

Other endpoints
•PFS

•ORR

•Safety

•DOR

•Biomarkers

•Quality of life

Randomized, global, phase 3 trial of the efficacy and safety of nivolumab versus investigator’s choice in patients with R/M SCCHN



Statistical Analysis for Primary Endpoint

• Planned sample size of 360 patients 

• 90% power for a hazard ratio of nivolumab to 
investigator’s choice therapy of 0.667

• Total of 278 deaths were required 

– Two-sided test procedure with one interim analysis

• Interim analysis was planned after 195 (70%) events

AACR	2016



Nivolumab
(n = 240)

n (%)

Investigator’s Choice
(n = 121)

n (%)

Total
(N = 361)

n (%)
Median age (years) 59.0 61.0 60.0

< 65 172 (71.7) 76 (62.8) 248 (68.7)
≥ 65 68 (28.3) 45 (37.2) 113 (31.3)

Gender
Male 197 (82.1) 103 (85.1) 300 (83.1)

Race
White 196 (81.7) 104 (86.0) 300 (83.1)
Asian 29 (12.1) 14 (11.6) 43 (11.9)
Other 15 (6.3) 3 (2.5) 18 (5.0)

Smoking/tobacco use
Current/former 191 (79.6) 85 (70.2) 276 (76.5)
Never 39 (16.3) 31 (25.6) 70 (19.4)

Demographics (1)

AACR	2016



Nivolumab
(n = 240)

n (%)

Investigator’s Choice
(n = 121)

n (%)

Total
(N = 361)

n (%)
ECOG performance status

0 49 (20.4) 23 (19.0) 72 (19.9)
1 189 (78.8) 94 (77.7) 283 (78.4)
≥ 2 1 (0.4) 3 (2.5) 4 (1.1)
Not reported 1 (0.4) 1 (0.8) 2 (0.6)

Number of prior lines of 
systemic cancer therapy

1 105 (43.8) 58 (47.9) 163 (45.2)
2 81 (33.8) 45 (37.2) 126 (34.9)
≥ 3 54 (22.5) 18 (14.9) 72 (19.9)

Site of primary tumor
Oral cavity 108 (45.0) 67 (55.4) 175 (48.5)
Pharynx 92 (38.3) 36 (29.8) 128 (35.5)
Larynx 34 (14.2) 15 (12.4) 49 (13.6)
Other 6 (2.5) 3 (2.5) 9 (2.5)

Demographics (2)

AACR	2016



Nivolumab
(n = 240)

n (%)

Investigator’s Choice
(n = 121)

n (%)

Total
(N = 361)

n (%)

Demographics (3)



Baseline PD-L1 Expression 
and p16 Status

Nivolumab
(n = 240)

n (%)

Investigator’s Choice
(n = 121)

n (%)

Total
(N = 361)

n (%)
PD-L1 quantifiable 161 (67.1) 99 (81.8) 260 (72.0)

≥ 1% 88 (54.7) 61 (61.6) 149 (57.3)
< 1% 73 (45.3) 38 (38.4) 111 (42.7)

PD-L1 not evaluable 79 (32.9) 22 (18.2) 101 (28.0)

p16 statusa,b

Positive 63 (26.3) 29 (24.0) 92 (25.5)
Negative 50 (20.8) 36 (29.8) 86 (23.8)
Not tested 127 (52.9) 56 (46.3) 183 (50.7)

aRequired from oropharyngeal cancer patients only.
bDetermined via p16 immunohistochemistry. 
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Nivolumab
(n = 240)

Investigator’s Choice
(n = 121)

Total
(N = 361)

Patients receiving ≥ 1 dose, n (%) 236 (98.3) 111 (91.7) 347 (96.1) 

Investigator’s choice therapy, n (%)
Methotrexate – 46 (38.0) –
Docetaxel – 52 (43.0) –
Cetuximab – 13 (10.7) –

Median time on therapy, mo (95% CI) 1.9 (1.6–2.3) 1.9 (1.6–2.0) –

Median duration of follow-up, mo (range) 5.3 (0–16.8) 4.6 (0–15.2) –

Number of deaths, n (%) 133 (55.4) 85 (70.2) 218 (60.4)

Ongoing treatment, n (%) 41 (17.4) 3 (2.7) 44 (12.7)

Treatment Administration

AACR	2016



0 3 6 9 12 15 18

Median OS, 
mo (95% CI)

HR
(97.73% CI) p-value

Nivolumab (n = 240) 7.5 (5.5–9.1) 0.70 
(0.51–0.96) 0.0101

Investigator’s Choice (n = 121) 5.1 (4.0–6.0)

Overall Survival

Months

Nivolumab 240 167 109 52 24 7 0

Investigator’s
Choice 

121 87 42 17 5 1
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1-year OS rate (95% CI)
36.0% (28.5–43.4)

16.6% (8.6–26.8)
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No. of patients Overall Survival
Subgroupsa Nivolumab IC Unstratified Hazard Ratio (95% CI)
Overall 240 121 0.69 (0.53–0.91)
Age category, years

<65 172 76 0.64 (0.45–0.89)
≥65 to <75 56 39 0.93 (0.56–1.54)
≥75 12 6

ECOG performance status
0 49 23 0.60 (0.30–1.23)
≥1 190 97 0.71 (0.53–0.96)

Tobacco use
Current/Former 191 85 0.71 (0.52–0.99)
Never 39 31 0.58 (0.32–1.06)

Prior lines of systemic therapy, n
1 105 58 0.71 (0.48–1.07)
2 81 45 0.64 (0.41–1.00)
≥3 54 18 0.77 (0.38–1.57)

Intended IC therapy
Methotrexate 119 52 0.64 (0.43–0.96)
Docetaxel 88 54 0.82 (0.53–1.28)
Cetuximab 33 15 0.47 (0.22–1.01)

Favors Nivolumab Favors IC

0.125 0.25 0.5 1 2
aHazard ratios were not calculated for subgroups with fewer than 
20 patients across both arms



Overall Survival by PD-L1 Expression 
PD-L1 Expression < 1%

Median OS,  
mo (95% CI)

HR 
(95% CI)

Nivolumab (n = 73) 5.7 (4.4–12.7) 0.89 
(0.54–1.45)Investigator’s Choice (n = 38) 5.8 (4.0–9.8)

PD-L1 Expression ≥ 1%
Median OS,  
mo (95% CI)

HR 
(95% CI)

Nivolumab (n = 88)   8.7 (5.7–9.1) 0.55 
(0.36–0.83)Investigator’s Choice (n = 61) 4.6 (3.8–5.8)

88 67 44 18 6 0

61 42 20 6 2 0

73 52 33 17 8 3 0

38 29 14 6 2 0 0

Nivolumab

Investigator’s Choice

Nivolumab

Investigator’s
Choice 

No. at Risk
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Overall Survival by p16 Status
p16-Negative

Median OS,  
mo (95% CI)

HR 
(95% CI)

Nivolumab (n = 50) 7.5 (3.0–NA) 0.73 
(0.42–1.25)Investigator’s Choice (n = 36) 5.8 (3.8–9.5)

p16-Positive
Median OS,  
mo (95% CI)

HR 
(95% CI)

Nivolumab (n = 63)   9.1 (7.2–10.0) 0.56 
(0.32–0.99)Investigator’s Choice (n = 29) 4.4 (3.0–9.8)

Nivolumab

Investigator’s
Choice 

No. at Risk
63 49 35 18 10 3 0

29 20 11 4 1 0 0

Nivolumab

Investigator’s Choice

50 32 25 12 1

36 26 13 7
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Overall Survival Summary

Nivolumab Investigator’s Choice Comparison of 
Nivolumab to 

Investigator’s Choice

n Median, mo n Median, mo HR (95% CI)

All patients 240 7.5 121 5.1 0.70 (0.51–0.96)a

PD-L1 ≥1% 88 8.7 61 4.6 0.55 (0.36–0.83)

PD-L1 <1% 73 5.7 38 5.8 0.89 (0.54–1.45)

p16-positive 63 9.1 29 4.4 0.56 (0.32–0.99)

p16-negative 50 7.5 36 5.8 0.73 (0.42–1.25)

aHR and 97.73% CI

AACR	2016





Nivolumab Terapia	estándar

TR,	n(%) 32	(13.3%) 7	(5.8%)

RC	 6	(2.5) 1	(0.8)

RP 26	(10.8) 6	(5)

EE 55	(22.9) 43	(35.5)

EP 100	(41.7) 42	(34.7)

Tº	a	
respuesta

2.1	meses 2.0	meses

Duración	
respuesta

9.7	meses 4	meses

TASA	DE	RESPUESTAS

SUPERVIVENCIA	LIBRE	DE	PROGRESIÓN

Beneficio	retardado	de	NIVO	
(SLP	a	6	meses:	
19.7%	vs	9.9%)

Más	respuesta	y	más	
duraderas	con	NIVO

INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

NIVOLUMAB CHECKMATE	141	– FASE	3

ANTI-PD-1

Ferris	RL	et	al.	N	Engl J	Med 2016;	375:1856-67;	Gillison M	et	al.	ASCO	2017:#6019



Treatment-Related AEs in ≥ 10% of Patients 

Event

Nivolumab 
(n = 236)

Investigator’s Choice 
(n = 111)

Any grade 
n (%)

Grade 3–4 
n (%)

Any grade 
n (%)

Grade 3–4 
n (%)

Anya 139 (58.9) 31 (13.1) 86 (77.5) 39 (35.1)

Fatigue 33 (14.0) 5 (2.1) 19 (17.1) 3 (2.7)

Nausea 20 (8.5) 0 23 (20.7) 1 (0.9)

Diarrhea 16 (6.8) 0 15 (13.5) 2 (1.8)

Anemia 12 (5.1) 3 (1.3) 18 (16.2) 5 (4.5)

Asthenia 10 (4.2) 1 (0.4) 16 (14.4) 2 (1.8)

Mucosal inflammation 3 (1.3) 0 14 (12.6) 2 (1.8)

Alopecia 0 0 14 (12.6) 3 (2.7)

aOne Grade 5 event (hypercalcemia) in the nivolumab arm and one Grade 5 event (lung infection) in the 
investigator’s choice arm were reported. A second death occurred in the nivolumab arm subsequent to pneumonitis.



Treatment-Related Select AEs 

Event

Nivolumab 
(n = 236)

Investigator’s Choice
(n = 111)

Any grade
n (%)

Grade 3–4
n (%)

Any grade
n (%)

Grade 3–4
n (%)

Skin 37 (15.7) 0 14 (12.6) 2 (1.8)

Endocrine 18 (7.6) 1 (0.4) 1 (0.9) 0

Gastrointestinal 16 (6.8) 0 16 (14.4) 2 (1.8)

Hepatic 5 (2.1) 2 (0.8) 4 (3.6) 1 (0.9)

Pulmonary 5 (2.1) 2 (0.8) 1 (0.9) 0

Hypersensitivity/Infusion reaction 3 (1.3) 0 2 (1.8) 1 (0.9)

Renal 1 (0.4) 0 2 (1.8) 1 (0.9)

Select AEs: AEs with potential immunologic etiology that requires monitoring/intervention



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

NIVOLUMAB CHECKMATE	141	– SUBANÁLISIS

ANTI-PD-1
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ENFERMEDAD ESTABLE

0 3 6 9 12 18 2415 21 27

Nivo
IC

Nivolumab
(n	=	55)

IC
(n	=	43)

Median	OS	(95%	CI),	monthsa 10.4	(8.7,	15.2) 7.1	(5.4,	9.5)

HR	(95%	CI)b 0.54	(0.34,	0.86)

12-month	OS	rate	(95%	CI),	% 46.1	(32.4,	58.7) 29.4	(16.4,	43.7)

18-month	OS	rate	(95%	CI),	% 32.6	(20.0,	45.8) 11.7	(3.6,	25.0)
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RESPUESTA COMPLETA/PARCIAL

Nivolumab
(n	=	32)

IC
(n	=	7)

Median	OS	(95%	CI),	monthsa NR	(NR,	NR) 13.6	(8.9,	NR)

HR	(95%	CI)b 0.12	(0.03,	0.51)

12-month	OS	rate	(95%	CI),	% 96.8	(79.2,	99.5) 57.1	(17.2,	83.7)

18-month	OS	rate	(95%	CI),	% 86.1	(67.0,	94.6) 38.1	(6.1,	71.6)

Licitra L	et	al.	ESMO	2017:#1055P

NIVOLUMAB		PROLONGA	LA	SG	TANTO	EN	PACIENTES	CON	RC/RP COMO	CON	EE

¿LOS	PACIENTES	SIN	RESPUESTA	OBJETIVA	OBTIENEN	BENEFICIO	EN	SUPERVIVENCIA?



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

NIVOLUMAB CHECKMATE	141	– SUBANÁLISIS

ANTI-PD-1

Haddad R	et	al.	AACR	2017:#CT157

UN	SUBGRUPO	DE	PACIENTES	SELECCIONADOS	PUEDE	BENEFICIARSE	DE	
CONTINUAR	CON	NIVO	TRAS	LA	PROGRESIÓN

¿PUEDE	SER	BENEFICIOSO	MANTENER	NIVOLUMAB	TRAS	LA	PROGRESIÓN?

§ Beneficio	clínico	a	juicio	del	investigador

§ Ausencia	de	progresión	rápida

§ Buena	tolerancia	a	NIVO

§ PS	estable

§ No	retraso	de	intervenciones	inminentes	
para	prevenir	complicaciones	serias	de	la	EP

§ Supervivencia	más	prolongada																							
(12.7	vs	6.1	meses)

SELECCIÓN	DE	PACIENTES

§ Reducción	del	tumor	en	un	23% de	
los	pacientes	

§ Sin	incremento	de	la	toxicidad

NIVO	TRAS	LA	PROGRESIÓN	

§ Tiempo	entre	la	EP	y	la	respuesta	
(mediana):	5.6	meses

n=57



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

NIVOLUMAB CHECKMATE	141	– SUBANÁLISIS

ANTI-PD-1

Ferris	RL	et	al.	ASCO	2017:#6020

¿EL	BENEFICIO	ES	INDEPENDIENTE	DEL	TRATAMIENTO	PREVIO	CON	CETUXIMAB?

0 3 6 9 12 2115 18 24 27
Months

Nivo 147 102 77 56 44 17 0
IC 74 57 32 22 17
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8.8%

Pacientes CON tratamiento previo con	cetuximab

Pacientes SIN tratamiento previo con	cetuximab
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12-mo	OS	=
38.5%

18-mo	OS	=
24.9%

Nivo

IC

11.0%
NA

Median OS, mo 
(95% CI)

HR
(95% CI)

Nivo (n = 147) 7.1 (4.9, 8.7) 0.84
(0.62, 1.15)IC (n = 74) 5.1 (4.0, 6.8)

Median OS, mo 
(95% CI)

HR
(95% CI)

Nivo (n = 93) 8.2 (5.4, 9.9) 0.52
(0.35, 0.77)IC (n = 47) 4.9 (3.1, 6.5)



Conclusions
• Nivolumab is the first agent to demonstrate a significant improvement in survival 

in patients with SCCHN who progress after platinum-based therapy in a 
randomized, phase 3 comparative trial

• Nivolumab doubled the 1-year survival rate compared to investigator’s choice 
therapy 

– 36% with nivolumab vs 17% with investigator’s choice

• Nivolumab demonstrated a survival benefit in the overall study population, 
regardless of PD-L1 expression or p16 status

• Safety profile for nivolumab was favorable compared to investigator’s choice 
therapy, and consistent with prior studies

• Nivolumab represents a new standard of care option for patients with R/M 
SCCHN after platinum-based therapy



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

NIVOLUMAB

ANTI-PD-1

Ma B	et	al.	AACR	2017:#CT076

¿EXISTEN	DATOS	EN	CARCINOMA	DE	NASOFARINGE?

CNF	no	queratinizante
recurrente/M1,	

>	1	línea	de	tratamiento	previo

Objetivo	1º:	TR	(RECIST)

NIVOLUMAB
3	mg/kg	c/2	semn=40

Hasta	EP	o	
toxicidad	

inaceptable

NCT02339558	– FASE	2
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SG		1-año	=	61.8%

RESPUESTAS	DURADERAS	Y	SUPERVIVENCIA	COMPARABLE	A	CONTROLES	HISTÓRICOS	CON	QT



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

NIVOLUMAB

ANTI-PD-1

*	Aprobado	por	la	EMA	y	a	la	espera	de	precio	y	reembolso	en	España



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

PEMBROLIZUMAB KEYNOTE	040		– FASE	3

ANTI-PD-1

Cohen	E	et	al.	ESMO	2017:#LBA45_PR













































INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

PEMBROLIZUMAB KEYNOTE	055	– FASE	2

ANTI-PD-1

Bauml J	et	al.	J	Clin Oncol 2017;	35:1542-49

CECC	recurrente/M1
(cavidad	oral,	faringe,	laringe),	
en	progresión	tras	platino	y	

cetuximab

Objetivo	1º:	TR	(RECIST	v1.1)

PEMBROLIZUMAB	
200	mg	c/3	semn=171

Hasta	24	
meses,	EP	o	
toxicidad	

inaceptable



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

PEMBROLIZUMAB KEYNOTE	055	– FASE	2

ANTI-PD-1

Bauml J	et	al.	J	Clin Oncol 2017;	35:1542-49

Mediana	de	tiempo	a	respuesta	(rango):
2	meses	(7-17	meses)

Mediana	de	duración	de	la	respuesta	(rango):
8	meses	(2+	- 12+	meses)



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

PEMBROLIZUMAB KEYNOTE	055	– FASE	2

ANTI-PD-1

Bauml J	et	al.	J	Clin Oncol 2017;	35:1542-49

SUPERVIVENCIA	LIBRE	DE	PROGRESIÓN SUPERVIVENCIA	GLOBAL

Mediana	SLP:	2.1	meses Mediana	SG:	8	meses



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

PEMBROLIZUMAB KEYNOTE	055	– FASE	2

ANTI-PD-1

Bauml J	et	al.	J	Clin Oncol 2017;	35:1542-49

PD-L1	<	1% PD-L1	<	50%PD-L1	> 50%PD-L1	> 1%

LA	EXPRESIÓN	DE	PD-L1	SE	ASOCIA	A	MAYOR	TASA	DE	RESPUESTAS	CON	PEMBROLIZUMAB
(análisis	en	células	tumorales	y	células	inflamatorias	peritumorales)

TASA	DE	RESPUESTAS	SEGÚN	LA	EXPRESIÓN	DE	PD-L1



INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

PEMBROLIZUMAB

ANTI-PD-1

“On	August	5,	2016,	the	U.	S.	Food	and	Drug	Administration	granted	

accelerated	approval	to	pembrolizumab (KEYTRUDA	injection,	Merck	

Sharp	&	Dohme	Corp.)	for	the	treatment	of	patients	with	recurrent	

or	metastatic	head	and	neck	squamous	cell	carcinoma	(HNSCC)	with	

disease	progression	on	or	after	platinum-containing	chemotherapy.”	
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INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

DURVALUMAB ESTUDIO	HAWK	- FASE	2

ANTI-PD-L1

CECC	recurrente/M1
(cavidad	oral,	faringe	o	laringe)
Tratamiento	previo	con	platino

PD-L1	>	25%

Objetivo	1º:	TR	(RECIST	v1.1)

DURVALUMAB	10	mg/kg	
c/2	semn=112

Hasta	12	
meses,	EP	o	
toxicidad	

inaceptable
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INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

DURVALUMAB ESTUDIO	HAWK	- FASE	2

ANTI-PD-L1

SUPERVIVENCIA	LIBRE	DE	PROGRESIÓN SUPERVIVENCIA	GLOBAL
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INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

DURVALUMAB ESTUDIO	HAWK	- FASE	2

ANTI-PD-L1

SUPERVIVENCIA	GLOBAL	SEGÚN	HPV

MEJORES	RESULTADOS	CON	DURVALUMAB	EN	PACIENTES	CON	HPV+



ESTUDIO TRATAMIENTOS LÍNEA	 N ESTADO

ANTI-PD-1

PEMBROLIZUMAB Monoterapia	(TN	PD-L1+)2 I 32 RO:	18.5%	CHECKMATE	6511 NIVOLUMAB	+	IPILIMUMAB 1ª	L 490													Abierto
vs CDDP/CBP	+	5FU	+	CETUXIMAB

PEMBROLIZUMAB Monoterapia	(TN	PD-L1+)2 I 32 RO:	18.5%	
vs CDDP/RT

PEMBROLIZUMAB Monoterapia	(TN	PD-L1+)2 I 32 RO:	18.5%	KEYNOTE	0482 PEMBROLIZUMAB 1ª	L 780							Reclutamiento	cerrado
vs PEMBROLIZUMAB	+	CDDP/CBP	+	5FU

KEYNOTE	4123 PEMBROLIZUMAB	+	CDDP/RT																					LA			 780													Abierto	

vs CDDP/CBP	+	5FU	+	CETUXIMAB

ANTI-PD-L1

PEMBROLIZUMAB Monoterapia	(TN	PD-L1+)2 I 32 RO:	18.5%	EAGLE4 DURVALUMAB	+	TREMELIMUMAB												2ª	L 720 Abierto	
vs DURVALUMAB
vs TRATAMIENTO	ESTÁNDAR

KESTREL5 DURVALUMAB	+	TREMELIMUMAB												1ª	L 628								Reclutamiento	cerrado
vs DURVALUMAB
vs CDDP/CBP	+	5FU	+	CETUXIMAB

INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

www.clinicaltrials.org:1-NCT02741570;2-NCT02358031;3-NCT03040999;4-NCT02369874;5-NCT02551159;6-NCT03258554

NCT032585546 DURVALUMAB	+	IMRT																																			LA 533								Próxima	apertura
vs CETUXIMAB	+	IMRT



CONCLUSIONES

ACTUALMENTE	LOS	DATOS	MÁS	SÓLIDOS	PROVIENEN	DE	LOS	
INHIBIDORES	DE	PUNTOS	DE	CONTROL	INMUNOLÓGICO

AUSENCIA	DE	BIOMARCADORES	VALIDADOS
DATOS	A	FAVOR	DE	PD-L1,	PERO	CON	MUCHAS	LIMITACIONES

(¿dónde	medirlo?	¿cuándo?	¿con	qué	método?	¿punto	de	corte?)

BENEFICIO	DEMOSTRADO	EN	PACIENTES	PREVIAMENTE	
TRATADOS,	CON	RESPUESTAS	MÁS	DURADERAS	Y	MEJOR	PERFIL	

DE	TOLERANCIA	QUE	LA	QUIMIOTERAPIA


