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Educational Objectives

* Review unique challenges to adolescent and young adult (AYA) cancer
patients, including accessing optimal treatment

* Recognize the primary care provider’s role in helping AYA patients navigate
the health care system.

* |dentify key tenets of multidisciplinary care required to provide support to
this population during treatment

* Describe the survival gap in AYA oncology patients
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Figure S5. Kaposi Sarcoma and Non-Hodgkin Lymphoma
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Albritton, K. et al. Report of the AYA PRG, 2006.
www. cancercov/research/nroecress/snanshots/adolescent-vounc-adult
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What types of Cancer do these patients have?

e Variable across the spectrum

100 [ other
= o
-Eahn&Rectum
* In the 15-24 year age range, i i =Ny
leukemia/lymphoma are the most s . I Vtanoma
prevalent. o
e Sarcomas, germ cell tumors and brain = ] I Kposi's
tumors also common 8 50 Malgn
* Leukemia is the leading cause of death & e
- Lymphomas
- B Lcukemias
25 1
* In the 30-39 year age range, .
carcinomas become the prevalent
tumor type (breast cancer dominant) l-_-_____
* Breast cancer and brain tumors are the "1 1540 [ 2024 2529 3034 3539
leading cause of death Age at Diagnosis

SEER 17, 2000-2003, Ages 15-39

Albritton, K. et al. Report of the AYA PRG, 2006.

www.cancer.gov/research/progress/snapshots/adolescent-young-adult.

Special Section: Cancer in Adolescents and Young Adults. Cancer Facts and Figures 2020.


http://www.cancer.gov/research/progress/snapshots/adolescent-young-adult

@& HYUNDAI Cancer Institute

Survival %

85

70

C: CHOC Children's

Improvements in AYA Survival Lag
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Figure 3. 5-Year Survival of Patients with Cancer by Era, SEER, 1975-1998
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Albritton, K. et al. Report of the AYA PRG, 2006
Liu, L. et al. JNCI, 2019.
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Cancer Subtypes have differential € cHoCChiicrens
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Survival Disparities in Osteosarcoma

» Secondary analysis of INT-0133, CCG-7943/P0OG-9754, AOST0121

* All using MAP-based backbone

e 10 year overall survival stratified:
* <10 years —68% o
* 10-17 years — 60% |
* > 18 years—41%
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Janeway, K. et al. Cancer, 2012.
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Key Issues in AYA Population

* Access to health care (lack of insurance, work restrictions)
* Delay in diagnosis and treatment

* Treatment location

* Clinical trial enrollment and treatment standardization

* Unique Tumor Biology

* Increased toxicity

* Fertility preservation

* Psychosocial and developmental needs
e Survivorship and Transition of Care
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Delay in Diagnosis increased by age

* |dentified as #1 priority by TYA Priority Setting Partnership

* Metanalysis showed significantly longer TTD with older age at
diagnosis

* More likely advanced stage; Uncertain effect on survival

TABLE 1. Multivariate Linear Regression of Significant Relationships Between Study Factors and the Natural Logarithm of Delay

Time
Median total SE of
Study factor delay (weeks) Coefficient coefficient 95% CI P-value
Constant 4.244 0.102 4.04-4.44 <0.001
Tumor site
Abdomen (vs. thorax, head and neck, limbs, genitalia) 3.1 —0.772 0.153 —1.07 to —0.47 <0.001
Pelvis (vs. thorax, head and neck, limbs, genitalia) 3.3 —0.635 0.302 —1.23 to —0.04 0.036
Age al diagnosis
0—1 year old (vs. 2—14 years old) 2.3 —0.560 0.201 —0.96 to —0.16 0.006
15-18 years old (vs. 2—14 vears old) 13.7 0.512 0.194 0.13-0.89 0.009
Point of first detection of symptoms
Healthcare worker (vs. non-healthcare worker) 1.1 —0.957 0.300 —1.55to —0.37 0.002
First healthcare unit contacted
Pediatric ER physician (vs. non-pediatric ER physician) 4.3 —0.346 0.163 —0.67 to —0.03 0.034
Point of first suspicion of malignancy . .
Pediatric ER physician (vs. non-pediatric ER physician) 44 0.554 0.234 ~1.01 to —0.09 0.018 Lethaby, CD et al. Arch Dis Child, 2013.

Loh, AHP et al. Pediatr Blood Cancer, 2012.
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Median Lagtime:
Public Insurance: 124 days
Private Insurance: 76 days

13.1 weeks longer!!

Public insurance delays access to care
Table 3. Lagtime according to type of cancer and health insurance status
Insurance status®
Private Public Difference®
Lagtime, days Lagtime, days
n Mean (SD) n Mean (SD) Days p-Value
Leukemia 17 14 (5) 6 52(8) 38 .0009
Acute lymphoblastic 12 14 (4) 4 38 (5) 24 .008
Acute myeloid 5 12 (7) 2 98 (1) 86 018
Non-Hodgkin's lymphoma 7 22(7) 5 66 (12) R 025
Diffuse large cell 3 22(4) 5 66 (12) 44 026
lymphoma
Hodgkin’s lymphoma 29 68 (17) 9 70 (20) NS
Sarcomas 41 124 (34) 19 209 (40) 85 050
Bone sarcomas 18 78 (24) 9 232 (39) 154 011
Osteosarcoma 12 87 (26) 7 235 (45) 148 043
Soft-tissue sarcomas 23 178 (42) 10 191 (42) 13 NS
Brain tumors 36 90 (29) 6 143 (25) 53 NS
Gliomas 27 94 (30) 5 174 (28) 80 NS
Thyroid cancer 21 159 (47) 5 216 (34) 57 NS
Follicular thyroid cancer” 20 154 (47) 5 216 (34) 62 NS
“Excludes self-pay patients.
PIncludes mixed papillary-follicular.
“Public minus private.
Abbreviations: NS, not significant; SD, standard deviation.

Martin, S. et al. The Oncologist, 2007.
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Public insurance increased Late Stage Disease
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Treatment Setting Matters

AYA 15-18 years AYA 19-24 years AYA 25+ years

® Pediatric Cancer Treatment Setting

m Adult Cancer Treatment

C: CHOC Children's

- 67.7% treated in an adult

setting

- 40.7% were treated at an
NCl-designated center

- Of those treated in adult
setting, only 24.8% received a

pediatric regimen

HR (95% CI) P

Treatment setting
Pediatric
Adult

Induction facility is COG center or NCI CC
Yes

No

001
0.53 (0.37-0.76)
Ref.
0189
0.80 (0.66-0.96)

N

Lss
HR (95% Cl) P
<001
051 (0.35-0.74)
Ref.
.026
0.80 (0.65-0.97)
Ref.

Muffly, L et al. Blood, 2018.
Wolfson, J et al. AACR, 2017.
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Clinical Trial Enrollment

* Provider —
* Knowledge about available trials
S0% * Attitude towards clinical trials
* Administrative burden (time, resources)

40% * Patient -

* Patient Knowledge

* Discomfort with experimentation
20% * Too sick to enroll

* *
10% JI II I I * Attitudes toward medical system
* Personal, professional, and family obligations
0% HN mB conflicting

Overall 15-19yrs 20-24yrs 25-29yrs 30-34yrs 35-39 yrs * Geographicinconvenience

2006 m2012-2013 * System —
* Age restrictions on trials and at institutions

* Limited trial availability
* Extensive regulatory barriers

Clinical Trial Enrollment by Age

30%

Keegan, THM and HM Parsons. ASH, 2018.
Parsons et al. Pediat Blood Cancer, 2019.
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Clinical Trial Existed

Clinical Trial
Available

B/68
6/84

Enrolled on Clinical
Trial

=+—=CHLA AYA
NCH AYA

e 152 AYAs treated at a children
(15-20 yo) and adult (18-39 yo)
hospital

* Existence of eligible trial similar
nationally

* Conclusion:

 Patient/provider barriers crucial in
pediatric setting

* Trial availability crucial in adult
setting

Thomas, S et al. Cancer, 2018.
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Pediatric setting higher clinical trial enrollment

Table 1: Baseline characteristics

LEUKEMIA (n=84)

LYMPHOMA (n=112)

Pediatric n (%) Adult n (%) p value Pediatric n (%) Adult n (%) p value

Total patients 25 (30) 59 (70) 26 (23) 86 (77)
Age (years)
Range 15-25 19-40 15-23 18-39
Mean 17 30 17 30
Gender 0.60 0.22
Female 7 (28) 20 (34) 8 (31) 38 (44)
Male 18 (72) 39 (66) 18 (69) 48 (56)
Disease 0.0073 0.54
ALL 19 (76) 26 (44)
AML 6 (24) 33 (56)
HL 16 (62) 47 (55)
NHL 10 (38) 39 (45)
Disease status: 0.0081 0.0060
New diagnosis 25 (100) 46 (78) 26 (100) 67 (78)
Relapse/progressive disease | 0 (0) 13 (22) 0 (0) 19 (22)

_|_Enrolled on clinical trial 21 (84) 13 (22) <0.0001 1(4) 7(8) 0.68
Tumor banking 19 (83) 45 (82) >0.99 17 (65) 64 (77) 0.23
Deaths 3(12) 2 (3) 0.16 0 (0) 2(2) >0.99

Retrospective cohort

196 patients treated
between adult and
peds facilities

More likely to enroll
on clinical trial at
pediatric facility

Of note, also more
referrals for
psychology, SW, case
management,

alliative care in peds
acility.

Moskop, Amy et al. Blood, 2019
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Pediatric Protocols have improved survival

Acute Lymphoblastic Leukemia
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Ram, R et al. Am Jour Hematol, 2012.
Woods, WG et al. Cancer, 2013.
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Tumor Biology in AYA Cancers
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Harrison CJ et al. Br J Haematol, 2009.
Tran TH and Loh ML. ASH Education, 2016.
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Increased Toxicity in AYAS

Acute Myeloid Leukemia

Years from study entry
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Acute Lymphoid Leukemia

Treatment Related <16 years 16-30 years p value
Mortality (AML) Induction Febrile Neutrppenia 13.4 7 <0.0001
- <16 years: 12 +/- 2% ﬂyperﬁ',ly_ceg‘_'a | 12‘7‘ 625 ggggg

_ o yperbilirubinemia : . :
- 16-20 years: 25 +/- 6% Mortality 1.7 2.2 NS
Post-
Induction Mucositis 11.3 18.5 0.0002
I Ty Peripheral Motor
Neuropathy 7.4 11.5 0.0015
icaibend,in O, Febrile Neutropenia 48.6 35.6 <0.0001
Remission Mortality 2.1 5.5 <0.0001
o 2 4 & 8 10 1z 14 6

Canner, J et al. Cancer, 2013.
Gupta, AA. Et al. Pediat Blood Can, 2016.
Larsen, E.C. et al. Blood, 2011.
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Psychosocial Challenges to AYA Patients

Age range of crucial developmental stages and transition:
* Physical and sexual maturity

* Acquisition of skills needed to carry out adult roles

* Gaining increased autonomy from parents

e Realigning social ties — importance of friends

* Interruption in school and work trajectory

* Establishing a new family structure with own children
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Health-Related Quality of Life — AYA HOPE

Table 3. PedsOL Outcornes Among AYA HOPE Participants by Age at Survey Compared With Healthy Young Adults

* Population- based cohort
e 523 AYAs, aged 15-39 years

e Conclusions:

* Significantly worse HRQOL
across physical and mental
health domains

* Significantly worse levels of
fatigue

* Most vulnerable populations
are Hispanic patients, less
educated, and uninsured

Ma. of Groups Effect Size
Participant Group Patients Mean sD Compared t Test” P (Cohen's d

Total score

1. Reference, AYA HOPE, ages 18-25 years 135 71.17 20.42

2. Healthy young adults, ages 18-25 yearst 1,171 7818 920 1wv2 3.94 001 0.6

3. AYA HOPE, ages 15-17 years 23 64 .54 18.89 1v3 1.54 14 0.3

4. AYA HOPE, ages = 26 years 363 67 .61 21.03 1vd 1.7 09 0.2
Psychosocial summary

1. Reference, AYA HOPE, ages 18-25 years 134 71.70 20.96

2. Healthy young adults, ages 18-25 yearst 1,11 73.87 10.53 1wv2 1.18 24 0.2

3. AYA HOPE, ages 15-17 years 23 66.26 18.02 1v3 1.30 21 0.3

4. AYA HOPE, ages = 26 years 363 £69.48 20.07 1wd 1.06 29 0.1
Physical functioning

1. Reference, AYA HOPE, ages 18-25 years 136 75.60 23.24

2. Healthy young adults, ages 18-25 yearst 1,171 86.25 10.63 1v2 5.28 < .001 0.9

3. AYA HOPE, ages 15-17 years 23 64 .69 26.06 1v3 1.88 07 0.5

4. AYA HOPE, ages = 26 years 364 70.00 25.76 1v4 232 .02 0.2
Ermotional functioning

1. Reference, AYA HOPE, ages 18-25 years 136 66.21 2524

2. Healthy young adults, ages 18-25 yearst 1,171 66.68 15.00 1wv2 0.21 83 0.0

3. AYA HOPE, ages 15-17 years 23 68.04 21.99 1v3 0.36 72 0.1

4. AYA HOPE, ages = 26 years 363 6361 2259 1vd 1.05 29 0.1
Social functioning

1. Reference, AYA HOPE, ages 18-25 years 133 80.70 23.47

2. Healthy young adults, ages 18-25 yearst 1,171 85.48 11.90 1wv2 2.3 .02 0.4

3. AYA HOPE, ages 15-17 years 23 7536 2254 1v3 1.04 | 0.2

4. AYA HOPE, ages = 26 years 362 7878 22.07 1v4 0.82 A 0.1
Work/school functioning

1. Reference, AYA HOPE, ages 18-25 years 129 72 96 2376

2. Healthy young adults, ages 18-25 yearst 1,171 69.47 13.94 1wv2 1.64 10 0.2

3. AYA HOPE, ages 1517 years 22 58.86 19.70 1v3 3.00 0 0.6

4. A¥YA HOPE, ages = 26 years 347 7072 23564 1vd 0.91 36 0.1
Fatiguet

1. Reference, AYA HOPE, ages 18-25 years 136 61.31 26.90

2. Healthy young adults, ages 18-25 years# 39 7092 16.94 1w2 3.9 J001 0.6

3. AYA HOPE, ages 15-17 years 23 59.78 23.75 1v3 0.28 .78 0.1

4. AYA HOPE, ages = 26 years 363 57.01 25.27 1vd 1.681 Bl 0.2

Wilder Smith A. et al. Journ Clin Oncol, 2013.
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Psychosocial Outcomes

B Survivors O Controls

25.0%

20.0%

15.0%

10.0% -

Amount in Percent
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0.0%+

T T
male female male female male female

Posttraumatic Stress (Cluster A-F) Depression ( 211) Anxiety (=11)
Abbreviations: n.s., no significant difference; * p<0.05; ** p<0.01: *** p<0.001

Fig. 3 - Proportion of subjects with psychological symptoms according to the questionnaires.

20.0% ~

18.0%

AYA survivors are 1.5 times
more likely than age-
matched peers to report
clinically relevant levels of
anxiety and/or depression

M Survivors O Controls

16.0%

14.0%

2

10.0%

0%

6.0%

Estimated 12month prevalence of DSM-1V diagnoses

Fig.5 -

Posttraumatic Stress Disorder Depressive Disorder Anxiety Disorder

** p<() 01

Prevalence of DSM-IV diagnoses based on the structured clinical interview.

€: CHOC Children's

Further studies have confirmed
higher levels of psychological
distress, higher rates of
antidepressant use, and
significant impact on
relationships and vocational
functioning

Bellizzi KM, et al. Cancer, 2012.

Deyell, RJ et al. Pediatr Blood Cancer, 2013.
Dyson, GJ et al. Support Care Cancer, 2012.
Seitz, DCM et al. Euro Journ Cancer, 2010.



@& HYUNDAI Cancer Institute

¢: CHOC Children's

Challenges in Survivorship

e 2 out of 3 (66%) survivors will experience at least one late effect
* 4 out of 10 (40%) survivors will develop multiple late effects

* 1 out of 4 (25%) survivors will develop a severe or life-threatening late
effect
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Survival Function (%)

C: CHOC Children's

Cumulative mortality remains higher
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A All-cause mortality by cancer status

Cumulative Mortality (%)

2 4 6 8 10 12 14 16 18 20 22
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MNon-Cancer Comparison

24 26
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A The cumulative cause-specific mortality among
cancer suvivors

_'Jﬂ#

2 4 6 8 10 12 14 16 18
Time Since Diagnosis (years)

20 22 24 26

External Cause
Non-recurrence, Non-external

Recurrence Ca
Subsequent Neoplasm

Survivors of AYA Cancer have higher burden of inpatient hospitalization than their siblings
Survivors of leukemia (HR 4.76), CNS tumors (HR 3.45) have the most elevated risk

Mortality risk of suicide is doubled
2 fold increase risk of dying from other health-related causes

Anderson, C et al. CEBP, 2020.
Armenian, SH et al. Cancer, 2020.
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Challenges in Survivorship

* Younger AYA survivors who are followed in a pediatric survivorship program
are m)ore likely to have closer surveillance than older AYA survivors (>25
years

* Most AYA care is delivered in the community, requiring communication
* Risk-based survivorship care is key
* Psychosocial health is a critical component

. :\/Iany long-term complications from therapy — may occur years or decades
ater

* Infertility

e Cardiomyopathy

* Pulmonary compromise
* Hormone dysregulation
* Metabolic Syndrome

Burkhart M, et al. Pediat Blood & Cancer, 2019.
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Barriers to survivorship care

Kllealth care system \
-Lack of survivorship
guidelines

-Financing and

payment policies
~Organization and

Appropriate
follow up &
improved
outcomes

-Lack of insurance
-Competing life
demands (education,
family, work)
-Financial burden

&

Vam—m—

4

C: CHOC Children's

Burkhart M, et al. Pediat Blood & Cancer, 2019.
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Complex follow up

Scresning’ test

Arr

Azl bistory and physical exam

Labs

Cardigvascular:
Echiscardingram

Respiratory

Bresst Cancer (females ooy

Colion cancer scresni rg

DOther cancer scresning

Fumictional asplenia |= 40 Gy to
spleen ares) or asplenia

Bone haalth

Cognitive sffacts

Coureelirg topics

‘When screening or tast is recommended

ssive maragement of cardicvasoular risk Factors (blood press cleszeral

Flu revaccination after 5-7 years, if the patient treated with splenic

. differandial, platelets, comprehensive chemistry parel

Bianrasal lipids (cholestarcl) or s dinically directad

Annual fast

TSH at laast annually if the patient received radiabion to chest, neck, or cranial (=20 Gy) to the hypothalamic
pituitary axis

Aszasz for history of blocd in wrire or sizrs of 2 urinary tract infection, change in stream. IF positive ora
bitory of abnarmal urinaky=si= obtain a urinalysis

Annual urinalysis if treated with ifcsfamide, carboplating co=platin, renal radiation

est radiation every 2years

diationevery Syears

hase efer to
L, chest, extendad mantle, ma

L

izstinl, mini mantle, whale lung, tota

- Pulmacinary funchion tests Gncluding DLCO and spirometry) at baseling into kng-term follow-up and then as
clinically indicate=d i treated with Blaceyon, busulfan, carmestire BCNUYL lomustine (CCNUYL, andior dhest
rradiation

r women withowt chest radiation

- Coloncscopy: Every 10 years for patiends sge » 45, fhigh risk begin at ags 25 and repaat at S-vear intervals
¢highrisk a.g., = 30 Gy abdominal, ineeerted ', para-aortic, renal, right flankfemi sbdomen, R, splean,
wihiole abdomer, sxtended mantle, TL, or for high-risk family history

- Routime surveillance te
Guidelines

ung, and prostate cancers s par the AT

Piry=ical miamination smd Blood odturas at the time of febrile llnezs [T = 101 degraas F) toevaluate degres
of illness and potential source of infection

Annual flu vaccination
Immurizations per CDC racommendations for functional asplenia

tw, omduscopic scam for lens opacity] if trested with Busulfan,
orbital radiation, GVHD

Treatmentwith corticosteroids ssch a= dexamethasone and prednisone or the chemaothierapy methotresate
can lead toraduced bore mineral density josteopenia‘osteopoross)
Recommend bassline DEXA 2t ardry into long-term fallow-up and repeat as chnically imdicated

Counsaling about physical activity, vitamin D, ard caloums supplemendation to prewent loss of bone density

itrom testing if mxperiencing difficulty with high-lavel functioning or memary

Reproduction, sexual health, bealth habits, psychasodal, cardiovastular, braast self-scam, skin cancer risk,
denital bygizns, and of trestment dizcussion

required

C: CHOC Children's

* Children’s Oncology Group
Survivorship guidelines

e www.survivorshipguidelines.org

* Can be applied for pediatric
treatment backbones, not for more
adult based carcinomas

* NCCN AYA Guidelines:
* Nccn.org/professionals/physician_g

Is/pdf/aya.pdf

Burkhart M, et al. Pediat Blood & Cancer, 2019.
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Financial Toxicity

* AYAs are particularly vulnerable to financial
toxicity due to disruptions related to education,
employment, physical limitations, identity, and
relationships

* AYA survivors:

* Are more likely to not be working compared to
controls

* Have higher direct annual medical costs
* Have lower family incomes then age-matched
controls

* Across diagnosis, 14.4% of AYA survivors
reported their families borrowed > $10,000

* Exposure to chemotherapy increases the risk
* 1.5% reported they or their family had

reported bankruptcy because of their
treatment

C: CHOC Children's

Chemotherapy®
No. Yes/No
(% Yes) OR 95% Cl

Variable
Interfered with physical tasks
required by job
No
Yes
Interfered with mental tasks
required by job
No
Yes
Extended paid time off from
work, unpaid time off, or a
change in hours, duties, or
employment status
Mo
Yes

Extended paid time off from
work
No
Yes
Unpaid time off from work
Mo
Yes

96/119 (44.7)
187115 (61.9)

144/189 (43.2)
269/130 (67.4)

64/108 (37.2)
352/212 (62.4)

115/63 (64.6)
228/138 (62.3)

159/96 (62.4)
183/103 (64.0)

1.00
1.97

1.00

3.22

1.00
3.56

1.00
1.02

Ref
1.22-311¢

Ref
215-4.79°

Ref
2.31-5.47¢

Ref
0.62-1.67

Ref
0.79-2.36

Ketteri, TG et al. Cancer, 2019.
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In Orange County ...

80
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40 64.5 per 100,000
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0
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- Age-Adjusted Rate per 100,000

C: CHOC Children's

2015
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®m CHOC Children's m Adult Hospitals
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(‘CHOC Chlldrens
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AYA Program at CHOC

* Patient Leadership Team who guide
program direction

* Multidisciplinary staff involvement

* Psychosocial:
* Robust mentorship program
* Peer support both inpatient and outpatient

* Weekly gatherings with larger monthly
events

* Range from coffee hour to paint night to
annual Prom

* Service events (for families, for siblings, etc)

* Leadership:

* Annual Retreat focused on leadership
training

* Mentorship training
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= |G cHocchildrens
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AYA Program at CHOC -

e Education:
* Nursing education curriculum
* AYA nurse champions

* 6-8 annual educational nights for the
AYAs (topics chosen by leadership
team)

* Research:
* Fertility Preservation

* Clinical Trial Enrollment when
available

* Hospital and local initiatives to look
at AYA HR-QoL outcome measures

* Forming partnerships with local
community oncologists and adult
centers
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After the Cancer Treatment Survivorship ©crocchicrens
(ACTS) Program

 Multidisciplinary Treatment

Team Psychology

* Yearly visits start 4-5 years after
completion of chemotherapy

Oncology

* Provide comprehensive
treatment summary

e Education, education,
education!
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After the Cancer Treatment Survivorship @croccnidrens
(ACTS) Program




Conclusions

* AYAs have inferior survival outcomes and with poor gains in OS when
compared to pediatric and adult patients

* This is multifactorial including access to care, delay in diagnosis, treatment
protocol and treating facility

e AYAs are at a critical time point in development, leading to significantly
worse HR-QOL and psychosocial distress

* A comprehensive, multifaceted approach is critical to improving AYA’s
overall survival



- “Life.ds a hollow gift unless cancer survivors
emerge from treatment as competent and
worthy individuals, able to obtain insurance,
equipped to earn a living, and prepared to
participate in a medical surveillance
program to ‘keep’ the life they have won.”

- Grace Monaco




PRACTICE INFORMATION

CHOC SPECIALISTS = ONCOLOGY DIVISION

1201 W. La Veta Ave., 2" Floor
CHOC Clinic Building
Orange, CA 92868

Scheduling Line: 714-509-8636

Please feel free to reach out:
Jamie Frediani, M.D.
Email: jfrediani@choc.org
Cell: 909-229-1949
Physicians available via telehealth and accessible on pingmd

¢:CcHOC


mailto:jfrediani@choc.org

THANK YOU

C:CHOC



