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Presentation Notes
Good morning team, ManY THANKS to Drs Aghi, Chang, and this mornings organizers for this kind invitation. My for those who don’t know me, my name is Shawn Hervey-Jumper and I am a neurosurgeon researcher here at UCSF.   

My scientific and clinical interests lie at the intersection of cognition and brain cancer, neural representations of cognitive systems in the human brain, more specifically, how brain cancers influence functional circuits and how these network level changes impact cognition… and ULTIMATELY SURVIVAL. 

I want to spend the next few minutes focusing on 2 stories today covering some recently published data well as some of our unpublished work which im particularly excited about.
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Index Case
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Presentation Notes
Once the cortex is exposed, functional mapping takes place and then the tumor resection begins with the patient fully awake followed by subcortical mapping of the white matter pathways as indicated
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We need cancer therapies that work
We need to understand how they work

We need to build them for everyone
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There are an increasing number of people diagnosed, living 
with, and dying from cancer

1971
3 million alive with cancer history
207.7 million people living in US
1.4% alive with history of cancer

2019
16.9 million alive with cancer history
328 million people living in US
5.1% alive with history of cancer
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Lets take a step back and think about the setting of cancer in the US! Cancer has and continues to be the 2nd leading cause of death in the US! And we often focus on the numbers of patients diagnosed with and who pass from cancer. But the truth of the matter is that many more pople are living with cancer in the US relative to the many other statistics. In fact there are almost 17 million americans living with cancer
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Interactions between the nervous system and cancer

The brain is not a passive bystander…. “a brain tumor is not a marble”
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2D cell culture 3D cell culture Organoids Model organisms Humans 

Controlled environment quick results
Physiologically relevant

Fruit fly

Zebra fish

Mouse xenografts or engineered

Dogs with disease

Tumor models help us understand disease causes but only 
human application is truly relevant

Presenter Notes
Presentation Notes
So having systems and therapies that work for all patients is critical. So lets think through what this means.
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Who are vulnerable patient populations in the US?

1. Female gender
2. Ethnic/racial minority groups- Black, Latinx, Asian American/PI, Native
3. Urban underserved
4. Rural underserved
5. LGBTQ+
6. Elderly 

Differences in health outcomes not known to be attributable to the disease 
process itself- gender, geography, race/ethnicity.
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A journey through treatment

80 yo Man57 yo Woman

Presenter Notes
Presentation Notes
As we talk about budling inclusive health principles lets talk about them through the lens of two patients. 
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57 woman

80 man

Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

Treatment is a multistep process
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4.2 (3.5 - 6.3)

12.8 (11.4 - 14.6)

16.3 (14.6 - 18.3)

34.1 (22.2 - 58.6)

Median OS (95% CI), 
months

31.7 (21.3 - 44.5)

55.7 (20.8 - NA)

Median OS (95% CI), 
months

TMZ Post-op 

Yes No

IDH Status

Wildtype Mutant

Age at Diagnosis 

>65 <65

NE Post-op 

>5.4mL <5.4mL

2

1

4

43

Older age is one of the strongest predictors of shorter overall survival

Molinaro, Hervey-Jumper et al JAMA Oncology 2020

761 patients , 20 yrs. followed, 3 centers

Presenter Notes
Presentation Notes
Figure 1. RPA and survival curves for Post-Stupp-era patients with IDH measured (n=470). A.) Four risk groups were determined by RPA based on adjuvant temozolomide-treatment (TMZ Post-op), IDH status, age at diagnosis and residual non-enhancing tumor (NE Post-op). Groups are denoted by color: Group 1 in black; Group 2 in red; Group 3 in green; Group 4 in blue. Group 4 is the combination of two sub-groups: temozolomide-treated patients with IDH-mutant tumors and temozolomide-treated patients with IDH-wildtype tumors under 65 with <5.4mL of non-enhancing residual tumor. B.) Kaplan-Meier curves, number at risk, and median overall survival for the four risk groups as determined in A. C.) Kaplan-Meier curves, number at risk, and median overall survival for Groups 1-3 as well as the two subgroups in Group 4. The aqua group represents the temozolomide-treated patients with IDH-wildtype tumors under 65 with <5.4mL of non-enhancing residual tumor. The dark blue represents the temozolomide-treated patients with IDH-mutant tumors. 
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57 woman

80 man

Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

Age as a predictor of risk
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

Symptoms and burden of disease varies- influenced by 
gender, socioeconomics, and race

9% uninsured 91% insured
More women, Latinx

Same median household income
More medical comorbidities

Lower rates of completion chemoradiation

Chandra and Aghi 2018 Neurosurg Focus

Presenter Notes
Presentation Notes
Worse symptoms
No pCP
Delayed diagnosis

Tha aghi lab looked at this
Of the 354 patients (median age 61 years, and 37.6% were females), 32 (9.0%) had no insurance, whereas
322 (91.0%) had insurance, of whom 131 (40.7%) had Medicare, 45 (14%) had Medicaid, and 146 (45.3%) had private
insurance. On average, insured patients survived almost 2-fold longer (p < 0.0001) than those who were uninsured,
whereas differences between specific insurance types did not influence survival. The adjusted hazard ratio (HR) for
death was higher in uninsured patients (HR 2.27 [95% CI 1.49–3.33], p = 0.0003). Age, mean household income, tumor
size at diagnosis, and extent of resection did not differ between insured and uninsured patients, but there was a disparity
in primary care physician (PCP) status—none of the uninsured patients had PCPs, whereas 72% of insured patients
had PCPs. Postoperative adjuvant treatment rates with temozolomide (TMZ) and radiation therapy (XRT) were significantly
less in uninsured (TMZ in 56.3%, XRT in 56.3%) than in insured (TMZ in 75.2%, XRT in 79.2%; p = 0.02 and p =
0.003) patients. Insured patients receiving both agents had better prognosis than uninsured patients receiving the same
treatment (9.1 vs 16.34 months; p = 0.025), suggesting that the survival effect in insured patients could only partly be
explained by higher treatment rates. Moreover, having a PCP increased survival among the insured cohort (10.7 vs 16.1
months, HR 1.65 [95% CI 1.27–2.15]; p = 0.0001), which could be explained by significant differences in tumor diameter
at initial diagnosis between patients with and without PCPs (4.3 vs 4.8 cm, p = 0.003), and a higher rate of clinical trial
enrollment, suggesting a critical role of PCPs for a timelier diagnosis of GBM and proactive cancer care management.
CONCLUSIONS Access to health care is a strong determinant of prognosis in newly diagnosed patients with GBM. Any
type of insurance coverage and having a PCP improved prognosis in this patient cohort. Higher rates of treatment with
TMZ plus XRT, clinical trial enrollment, fewer comorbidities, and early diagnosis may explain survival disparities. Lack of
health insurance or a PCP are major challenges within the health care system, which, if improved upon, could favorably
impact the prognosis of patients with GBM.
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

Symptoms and burden of disease varies- influenced by 
gender, socioeconomics, and race

Shorter survival for uninsured patients

Chandra and Aghi 2018 Neurosurg Focus

Presenter Notes
Presentation Notes
Worse symptoms
No pCP
Delayed diagnosis

Tha aghi lab looked at this
Of the 354 patients (median age 61 years, and 37.6% were females), 32 (9.0%) had no insurance, whereas
322 (91.0%) had insurance, of whom 131 (40.7%) had Medicare, 45 (14%) had Medicaid, and 146 (45.3%) had private
insurance. On average, insured patients survived almost 2-fold longer (p < 0.0001) than those who were uninsured,
whereas differences between specific insurance types did not influence survival. The adjusted hazard ratio (HR) for
death was higher in uninsured patients (HR 2.27 [95% CI 1.49–3.33], p = 0.0003). Age, mean household income, tumor
size at diagnosis, and extent of resection did not differ between insured and uninsured patients, but there was a disparity
in primary care physician (PCP) status—none of the uninsured patients had PCPs, whereas 72% of insured patients
had PCPs. Postoperative adjuvant treatment rates with temozolomide (TMZ) and radiation therapy (XRT) were significantly
less in uninsured (TMZ in 56.3%, XRT in 56.3%) than in insured (TMZ in 75.2%, XRT in 79.2%; p = 0.02 and p =
0.003) patients. Insured patients receiving both agents had better prognosis than uninsured patients receiving the same
treatment (9.1 vs 16.34 months; p = 0.025), suggesting that the survival effect in insured patients could only partly be
explained by higher treatment rates. Moreover, having a PCP increased survival among the insured cohort (10.7 vs 16.1
months, HR 1.65 [95% CI 1.27–2.15]; p = 0.0001), which could be explained by significant differences in tumor diameter
at initial diagnosis between patients with and without PCPs (4.3 vs 4.8 cm, p = 0.003), and a higher rate of clinical trial
enrollment, suggesting a critical role of PCPs for a timelier diagnosis of GBM and proactive cancer care management.
CONCLUSIONS Access to health care is a strong determinant of prognosis in newly diagnosed patients with GBM. Any
type of insurance coverage and having a PCP improved prognosis in this patient cohort. Higher rates of treatment with
TMZ plus XRT, clinical trial enrollment, fewer comorbidities, and early diagnosis may explain survival disparities. Lack of
health insurance or a PCP are major challenges within the health care system, which, if improved upon, could favorably
impact the prognosis of patients with GBM.
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

Disease specific mortality purely because of no PCP

Designated PCP improves survival by 50%
Over 60% improvement when insured w/PCP

Chandra and Aghi 2018 Neurosurg Focus
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Another interesting finding, which we report for the first
time, is the impact of PCP status on the survival of patients
with GBM. In our insured cohort 72.1% (n = 232) of patients
had a designated PCP, whereas none of the uninsured
patients had PCP coverage (n = 0, p < 0.001). Moreover, we
found that having a designated PCP increased survival by
approximately 50% in our patient cohort (10.34 vs 15.85
months; HR 1.71 [95% CI 1.32–2.19]; p < 0.0001) as well
as increased survival by about 60% when comparing insured
patients by PCP status (10.72 vs 16.11 months; HR
1.65 [95% CI 1.27–2.15]; p = 0.0001) (Table 5). A number
of studies have reported and emphasized the importance
of a PCP’s role in screening, early diagnosis, and management
of several malignancies.2,7,12,17,34 Moreover, PCPs
play a major role in cancer survival, and their engagement
with patients allows them to provide regular and improved
follow-up care.16
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When and why do we offer an operation?

Volume, location, functional status (KPS/language/motor), comorbidities, 
social support, presumed molecular sub-classification
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Presentation Notes
Sleep motor vs awake motor mapping
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There is general agreement among neurosurgeons regarding which 
patients to offer surgery

Biopsy

Resect

Both 

Muller JNS 2021

Presenter Notes
Presentation Notes
Multicenter collaboration with. Department of Neurosurgery, Amsterdam led by Domenique M J Müller
In this study, we used probability maps to quantify and compare surgical decision-making throughout the brain by 12 neurosurgical teams for
patients with glioblastoma.
Differences in resection rates were identified for the left superior parietal lobule, indicating variations in resection decisions.
METHODS The study included all adult patients who underwent first-time glioblastoma surgery in 2012–2013 across 12 participating neurosurgical teams. Voxel-wise probability maps of tumor location, biopsy, and resection were constructed for each team to identify and compare patient treatment variations. Brain regions with different
biopsy and resection results between teams were identified and analyzed for patient functional outcome and survival.
RESULTS The study cohort consisted of 1087 patients, of whom 363 underwent a biopsy and 724 a resection. Biopsy
and resection decisions were generally comparable between teams, providing benchmarks for probability maps of resections
and biopsies for glioblastoma. Differences in biopsy rates were identified for the right superior frontal gyrus and
indicated variation in biopsy decisions. Differences in resection rates were identified for the left superior parietal lobule,
indicating variations in resection decisions.
CONCLUSIONS Probability maps of glioblastoma surgery enabled capture of clinical practice decisions and indicated
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

How do we decide who gets surgery? 
(when do surgeons decide against surgery)

Insurance status
Rural-urban-continuum code

Black patients

… true for glioma, pituitary, 
vestibular schwannomas

Lancet Oncology 2022

Presenter Notes
Presentation Notes
Methods: In this registry-based cohort study, we used data from the Surveillance, Epidemiology, and End Results (SEER) database (1975–2016) and the American College of Surgeons National Cancer Database (NCDB) in the USA for independent analysis. Adults (aged ≥20 years) with a new diagnosis of meningioma, glioblastoma, pituitary adenoma, vestibular schwannoma, astrocytoma, and oligodendroglioma, with information on tumour size and surgical recommendation were included in the analysis. 

The primary outcome of this study was the odds of a surgeon recommending against surgical resection at diagnosis of primary brain neoplasms. This outcome was determined using multivariable logistic regression with clinical, demographic, and socioeconomic factors. 

Findings: This study included US national data from the SEER (1975–2016) and NCDB (2004–17) databases of adults with a new diagnosis of meningioma (SEER n=63 674; NCDB n=222 673), glioblastoma (n=35 258; n=104 047), pituitary adenoma (n=27 506; n=87 772), vestibular schwannoma (n=11 525; n=30 745), astrocytoma (n=5402; n=10 631), and oligodendroglioma (n=3977; n=9187). 

Independent of clinical and demographic factors, including insurance status and rural–urban continuum code, Black patients had significantly higher odds of recommendation against surgical resection of meningioma (adjusted odds ratio 1·13, 95% CI 1·06–1·21, p<0·0001), glioblastoma (1·14, 1·01–1·28, p=0·038), pituitary adenoma (1·13, 1·05–1·22, p<0·0001), and vestibular schwannoma (1·48, 1·19–1·84, p<0·0001) when compared with White patients in the SEER dataset. 

Additionally, patients of unknown race had significantly higher odds of recommendation against surgical resection for pituitary adenoma (1·80, 1·41–2·30, p<0·0001) and vestibular schwannoma (1·49, 1·10–2·04, p=0·011). 

Performing a validation analysis using the NCDB dataset confirmed these significant results for Black patients with meningioma (1·18, 1·14–1·22, p<0·0001), glioblastoma (1·19, 1·12–1·28, p<0·0001), pituitary adenoma (1·21, 1·16–1·25, p<0·0001), and vestibular schwannoma (1·19, 1·04–1·35, p=0·0085), and indicated and indicated that the findings are independent of patient comorbidities. When further restricted to the most recent decade in SEER, these inequities held true for Black patients, except those with glioblastoma (meningioma [1·18, 1·08–1·28, p<0·0001], pituitary adenoma [1·20, 1·09–1·31, p<0·0001], and vestibular schwannoma [1·54, 1·16–2·04, p=0·0031]). 
Interpretation Racial disparities in surgery recommendations in the USA exist for patients with primary brain tumours, independent of potential confounders including clinical, demographic, and select socioeconomic factors. Further studies are needed to understand drivers of this bias and enhance equality in surgical care. 
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Integrated diagnosis drives treatment
Molecular diagnostics

Presenter Notes
Presentation Notes
Brain tumors have been reclassified based on genotype and phenotype

So now with this enhanced genomic understand that has moved from the published reports into prognostication and defining tumor subtype. How about therapeutics? Moving beyond genomic data and intro therapies. We know that creating DNA damage is the basis of standard chemotherapy agents such as Temozolomide as well as radiation therapy. But we know that these tumors are smart and find ways to repair this DNA damage. These treatments have their place but we need more . For example… read the slide
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Eckel-Passow et al Glioma groups based on 1p19q, IDH and TERT promoter mutation in tumors, NEJM 2015 

WHO 2-3 glioma WHO 4 glioma

Genomic: Molecular diagnostics

Data based almost entirely on European ancestry

Presenter Notes
Presentation Notes
we now know outcome differences based on individual differences in tumor profiling.- now offers molecular profiling over a large scale with many different patient populations. The result was the refined understanding of what makes each tumor type primarily based on genetic alterations in genes such as TERT, IDH, ATRX (as you can see the marked survival differences based on tumor molecular profiling). 

Figure 1. Prevalence of the Glioma Molecular Groups in the Combined Sample. 
The prevalence of the molecular groups among gliomas of grade II or III (astrocytomas, mixed oligoastrocytomas, and oligodendroglio- mas), grade IV (glioblastoma multiforme), and grades II through IV combined is shown. 


https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiwosyro-TLAhVhn4MKHbGVAgQQjRwIBw&url=https://www.ucsf.edu/&psig=AFQjCNEGpCXsJkbHx5EQKgSyClgUivZSrw&ust=1459285140289986


Brain Tumor Center

NEW

Johnson et al. 2016 Updates to the WHO brain tumor classification system: what the radiologist needs to know. 2017. Radiographics

Bench to Bedside: Molecular diagnostics

Presenter Notes
Presentation Notes
And as a result reconvening together the molecular tumor classification has been been altered based on molecular, histology, and WHO grade in a layered approach. Which has completely changed the way that we think about the disease

The origins of the modern CNS tumor classification system can be traced to Bailey and Cushing (2), who published their seminal work  A Classification of the Tumors of the Glioma Group on a Histogenetic Basis with a Correlated Study of Prognosis in 1926. In the following years, a number of competing CNS tumor classification systems emerged that divide tumors by morphology at microscopy. WHO published the first edition of its CNS tumor classification system in 1979, and it has since become the standard used throughout the world (3).
Before the 2016 update, the WHOCNS classification system was based solely on factors that could be assessed at microscopy. Although a tremendous amount of knowledge regarding the molecular and genetic basis of tumors was available, it was used descriptively, rather than being incorporated directly into the definitions of tumors.

nder the new WHO classification schema, molecular and genetic data supplement rather than displace histologic classification. To convey all of the separate but intertwined categories of information, a group of expert neuropathologists proposed the concept of the layered diagnosis for CNS tumors (4). Although this is not part of the WHO classification itself, which does not specify how tumor designations should be reported, it has become the standard way to systematically report CNS tumor diagnoses. Figure 1 outlines the four layers. Layer 2 is the histologic classification. Layer 3 is the WHO tumor grade, defined by specific criteria for each tumor type. Under previous iterations of the WHO criteria for CNS tumors, layers 2 and 3 would have been sufficient to assign a specific tumor diagnosis. Both of these layers are primarily determined at microscopy and should be assessable with minimal delay at most institutions. Layer 4 contains the relevant molecular and genetic features, such as mutations in  IDH1 and IDH2 (which we refer to collectively as isocitrate dehydrogenase [IDH] mutation) or 1p/19q codeletion in the case of infiltrating glioma. Finally, layer 1 is the integrated diagnosis: a summation of the molecular and morphologic data into the single diagnostic entity that best describes the tumor.
�
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Who gets molecular testing is influenced by socioeconomic status

Testing most likely for…

40 and over 80-year-olds
Private insured

Median income over $63K
Academic/ integrated model

Presenter Notes
Presentation Notes
Silencing of the DNA-repair MGMT gene via promoter methylation is presently the only clinically relevant predictive biomarker for patients with glioblastoma and, increasingly, a critical eligibility criterion for clinical trial participation.1,2 Consequently, National Comprehensive Cancer Network guidelines recommend testing all newly diagnosed glioblastomas.3 

Promoter methylation status of MGMT is particularly important for clinical decision-making for patients who are elderly or frail, who are less able to tolerate multimodal therapy and for whom temozolomide can be withheld due to its limited benefit in MGMT-unmethylated cases.2 Herein we evaluate the national practice patterns of MGMT testing and identify potential factors associated with access to testing.

Factors Associated With MGMT Promoter Methylation Testing in Patients With GlioblastomaAbbreviations: aOR, adjusted odds ratio; NCI, National Cancer Institute.
a﻿ MGMT testing percentages across each of the displayed variables were significantly different (for all χ2 tests, P < .001), including across MGMT testing percentages in 2016 (n = 2822; for all χ2 tests, P < .02).
b Multivariable model was additionally adjusted (data not shown) for patients’ sex, race/ethnicity, Charlson-Deyo comorbidity index, histology, tumor site, and size, which were not associated with testing, as well as patient’s county population/rurality (urban/rural, 1 000 000; 95% CI, 0.69-0.95; P = .009), year of diagnosis, extent of resection, and cancer program location, which were significantly associated with testing. Primary payer included other government insurance (n = 184) and not available (n = 141) (data not shown).
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Bench to Bedside: Individualized targeted therapies
Precision medicine

41 year old woman
2 days of nausea and dizziness. 
MRI shows 5 x 3 cm L frontal ring-
enhancing lesion 
Pathology: GBM, IDH wt, EGFR 
amplified, MGMT methylated (index 14)
XRT/TMZ +ABT 414/placebo
TMZ + ABT 414/placebo
Off study, followed
Focal recurrence- precision medicine trial
1. Dose reduced TMZ
2. Olaparib- Parp inhibitor
3. Afatinib- Tyrosine kinase/EGFR 
inhibitor
4. Everolimus- mTOR inhibitor

Stable disease- cycle 10

Sequence recurrent tumor

UCSF 500 Precision medicine program sequencing results

Presenter Notes
Presentation Notes
We use UCSF500 tumor sequencing results (meaning looking for the high yield molecular targetable alterations) combined with RNS. Sequencing (research only) and drugs are chosen based on ability to get into the brain. So you can see that this patient has been maintained on

Parp inhibitor (because MGMT methylation) combined with TMZ
An EGFR inhibitor
mTOR inhibtitor because of the EGFR and PTEN loss.

And for this patient there ahs been stable disease for close to 1 year on this cocktail. 
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Low- and middle-income settings end up with data which does not pertain 
adherence to international guidelines- cost/scientifically invalid

SNOSSA annual meeting 2019
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What about timing of treatment?
Only patient with commercial insurance- Black and Latinx 1.2 HR

Nathan J NeuroOncol 2017

Presenter Notes
Presentation Notes
The Stupp protocol of post-resection external beam radiation therapy and concomitant temozolomide is the standard of care for patients with newly-diagnosed glioblastoma, with expanded use in anaplastic astrocytoma. However, the optimal interval between surgery and these adjuvant therapies, and its impact on survival, isunknown. To investigate this, de-identified claims from a large, private health insurance database were queried to identify adult patients who underwent index craniotomy for resection of a supratentorial neoplasm during the period 2005–2014 and began postoperative radiation and temozolomide within 13 weeks of surgery. A total of 2535 patients were assigned to groups based on interval from surgery to first radiation treatment of up to 4 weeks, 4–6 weeks, or 6–13 weeks. Of these, 1098 patients began radiation treatment within 4 weeks of craniotomy, 1019 between 4 and 6
weeks, and 418 between 6 and 13 weeks. There was significant regional variation in treatment schedule in the United States. Survival was calculated based on time from first craniotomy to death. Kaplan–Meier plot and multivariate Cox proportional hazard regression demonstrated a statistically significant association between earliest postoperative radiation and decreased survival (hazard ratio 1.31), along with older age and male sex. Earlier initiation of postoperative radiation for high-grade glioma is not associated with increased survival. Rather, beginning radiation treatment
within 4 weeks of craniotomy was associated with significantly worse survival compared to initiation of treatment 4–13 weeks after craniotomy. This is the largest population- based study to date regarding timing of Stupp protocol initiation.

Figure--- Distribution of radiation timing groups by year of index craniotomy. The relative distribution of patients starting radiation therapy at 0–4 weeks, 4–6 weeks, or 6–13 weeks post-craniotomy demonstrates a trend toward increased use of 4–6 week timing. In all years, the majority of patients started radiation therapy within 6 weeks of craniotomy.

Recipients of early postoperative chemoradiation experience worse survival. Kaplan– Meier plot demonstrates a clear difference in survival curve for
the group of patients beginning radiation within 4 weeks of index craniotomy, while those starting radiation between 4 and 13 weeks experience similar survival characteristics.
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57 woman

80 man

Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

Recurrence is universal with brain cancer
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What comes next when the tumor grows back?

1. Another chemotherapy drug (<10% respond)

2. Palliative care/hospice (most continue to have excellent functional status)

3. Clinical Trial/ experimental therapies
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Mouse data doesn’t work in humans
How do we translate advances in cellular level analysis of the brain from model organisms 

of human brain/disease ?

Mouse models
1. Highly controlled
2. Cell type specific
3. Functional experimentation
4. in vivo
5. little intralesional heterogeneity
6. Genetic access
7. Quick results

Human experiments
1. Highly variable
2. No/low cell type specificity
3. Intralesional heterogeneity
4. Limited functional experimentation
5. Little genetic access

1 billion neurons
1 trillion network connections

Mouse 
Brain

Human 
Brain

Presenter Notes
Presentation Notes
And even when we consider the main examples- MOUSE models of disease . Much of the preclinical studies (meaning before we try them in humans) are based on mouse experiments.

Mice models provide– read
Human models however are by comparison highly variable
If you just appreciate the volume differences between mouse and human brains. The structural differences between the cells in these brains. Our brain have 1 billions neurons and over 1 trillion network connections.
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How we deliver therapies into the brain

Catheter based CED

Agent infusion into CSF

Direct agent injection into tumor resection cavity

Chemotherapy wafer

Focused ultrasound or LITT

Tumor
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Presenter Notes
Presentation Notes
Therefore, to get aroud this we’ve developed a number of different techniques to deliver treatments directly into the brain. 
FUS and LITT allows disruption of the blood brain barrier after which we can administer IV agents/drugs
We can deliver substances directly into the CSF
We can leave drug infused wafers along the resection cavity at the time of surgery
We can even inject drugs into the brain during surgery, taking advantage of the BBB disruption caused by surgery.
And then we have CED- which involves a ultra slow infusion of drugs which permeate through tissues at a distance further then if we gabe the drug by standard measures. 


CED utilizes a catheter based approach to inject solute containing a therapeutic agent directly into brain parenchyma using positive pressure infusion [43].  This technique bypasses the blood brain barrier, and provides targeted therapy to the tumor site.  The extent of distribution of the therapeutic far surpasses that of diffusion limited methods.  Furthermore, there is potential to adjust the pressure and therefore flow rates to intelligently distribute the drug to the tumor and surrounding areas.  One way to in real-time visualize the distribution of the therapeutic is to mix the infusate with MRI contrast agents and perform the infusion and in operative suite containing MRI, allowing for serial MRIs to be performed during the infusion (Figure 3).  Many different therapeutic agents are under investigation to be delivered in this fashion including traditional chemotherapies such as Topotecan which has shown promising results in a phase Ib trial for recurrent GBM with favorable progression-free and overall survival rates of 23 weeks and 60 weeks, respectively 




Brain Tumor Center

It takes time for treatments to make their way from bench to 
bedside-What does FDA approval mean?

Lab studies, device design, drug synthesis, drug delivery, animal testing

Further animal testing, optimal human dose, pharmacodynamics,            
pharmacokinetics, bioavailability, toxicity

Phase I- small number patients, is tx safe, Phase II- hundreds of patients, doesn’t 
treatment work, Phase III- thousands of patients, large scale safety and efficacy

Study sent for FDA approval, is drug safe and effective, do benefits          t.   outweigh risks, 
product packaging and labeling, quality assurance

Post market analysis, new product available for everyone

Drug 
discovery

Preclinical

Clinical 
Trials

Evaluation

Phase IV
Trials

Presenter Notes
Presentation Notes
And these are the steps. 
�pharmacodynamics- what drug does to the body, pharmacokinetics- what body does to the drug, bioavailability- amount of drug able t be used by the body, toxicity- damage to tissue or body
�
�
Currently there are 5 drugs and 1 device approved by the FDA for brain tumors in the U.S including 5-ALA. The first drugs to be FDA approved for HGGs were oral lomustine (CeeNU®; Bristol-Myers Squibb, Princeton, NJ), which received approval in 1976 [4], and intravenous (i.v.) carmustine (BiCNU®; Bristol-Myers Squibb) which received approval in 1977 [5]. These nitrosoureas were approved as single agents or in combination with other chemotherapeutic agents in patients with HGG tumors who have already undergone surgery and/or radiation therapy. In both drugs, FDA approval was based on the tumor response rate of patients treated. Intraoperative carmustine chemotherapy wafer implants (Gliadel® wafers; Arbor Pharmaceuticals Inc.) were approved by the FDA in 1996 for recurrent HGGs [6]. In 2003, these chemotherapy implants were approved for new HGGs [7, 8]. The approval of carmustine wafers was based on a significant increase in overall survival (OS) of patients in comparison to placebo control groups. Temozolomide (Temodar®; Merck and Co. Inc.) chemotherapy was granted approval for recurrent anaplastic astrocytomas in 1999 and newly diagnosed glioblastoma (GBM) in 2005 [9, 10]. The approval of temozolomide for newly diagnosed GBM was based on the largest OS increase to date in HGG patients undergoing adjuvant and concurrent treatment after fractionated external beam radiotherapy [11].
Bevacizumab (Avastin®; Genentech Corp.) chemotherapy was approved for recurrent GBM in 2009 [12]. The clinical trial that was completed for FDA approval was a randomized, non-comparative (non-controlled), multicenter trial to evaluate the efficacy and safety of bevacizumab alone or in combination with irinotecan. The approval of bevacizumab was based on the progression-free survival rate at 6 months (PFS6) and the durable objective response rate of patients (independent radiologic review and stable or decreasing corticosteroid use) [12–14].
The Optune device (Novocure Inc.), which utilizes alternating electric fields (tumor treatment fields (TTF)) rather than chemotherapy, was approved for recurrent GBM in 2011 and newly diagnosed GBM in 2015 [15–18]. Both of these approvals were based on randomized, controlled studies. In the recurrent GBM setting, there was no improvement in OS, however, efficacy and activity with the device was comparable to chemotherapy regimens commonly used for recurrent GBM. In newly diagnosed GBM patients, there was a significant OS and PFS patient benefit.
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FDA approved advances in Neuro-Oncology

1868 1878 1955 1963 1973 1975 1979 1982 1986-88 1991 1992 1996
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Raichle. Brief history of human brain mapping. Trends in Neurosciences. 2008, 32(2):118-126 

Presenter Notes
Presentation Notes
In order to understand where we are, we have to start with where we’ve come from and advances in neuro-oncology are closely tied together with the history of neuroscience in general… particularly neuro-imaging. 

As early as the 1800’s brain imaging was discovered originally in animals. Then in the 1960s these imaging modalities transitioned into humans beginning with CT imaging in 1970s and then MRI. 
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Presenter Notes
Presentation Notes
But in this history there have been hundreds if not thousands of truly innovative and promising therapies applied all of the world with varied results. Some highlights include 
validation of temozolomide in 2006
Avastin for recurrent and newly diagnosed GBM
TTF among others.

So in this history there have been so many more treatments that don’t make the list as advancements. Why is this? And I thinlk to appreciate what happens we are obliged to break down challenges in translation
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Where do new cancer drugs come from?

Relative to European ancestry participants
9.1% enrollment Latinx OR 0.72
10.8% enrollment Black OR 0.71
3.8% enrollment AAPI
0.7% enrollment Native

30-64 year olds 3%
65-74 year olds 1.3%
Over 75 year olds 0.5%

Steady decline in women and minority patients
37,635 patients

Presenter Notes
Presentation Notes
Context Despite the importance of diversity of cancer trial participants with regard
to race, ethnicity, age, and sex, there is little recent information about the representation
of these groups in clinical trials.

Objective To characterize the representation of racial and ethnic minorities, the elderly,
and women in cancer trials sponsored by the National Cancer Institute.

Design, Setting, and Patients Cross-sectional population-based analysis of all participants
in therapeutic nonsurgical National Cancer Institute Clinical Trial Cooperative
Group breast, colorectal, lung, and prostate cancer clinical trials in 2000 through
2002. In a separate analysis, the ethnic distribution of patients enrolled in 2000 through
2002 was compared with those enrolled in 1996 through 1998, using logistic regression
models to estimate the relative risk ratio of enrollment for racial and ethnic minorities
to that of white patients during these time periods.


Results Cancer research participation varied significantly across racial/ethnic and age
groups. Compared with a 1.8% enrollment fraction among white patients, lower enrollment
fractions were noted in Hispanic (1.3%; odds ratio [OR] vs whites, 0.72; 95% confidence
interval [CI], 0.68-0.77; P.001) and black (1.3%; OR, 0.71; 95% CI, 0.68-
0.74;P.001) patients. There was a strong relationship between age and enrollment fraction,
with trial participants 30 to 64 years of age representing 3.0% of incident cancer patients
in that age group, in comparison to 1.3% of 65- to 74-year-old patients and 0.5%
of patients 75 years of age and older. This inverse relationship between age and trial enrollment
fraction was consistent across racial and ethnic groups. Although the total number
of trial participants increased during our study period, the representation of racial and
Ethnic minorities decreased. In comparison to whites, after adjusting for age, cancer type,
and sex, patients enrolled in 2000 through 2002 were 24% less likely to be black (adjusted
relative risk ratio, 0.76; 95% CI, 0.65-0.89; P.001). Men were more likely than
women to enroll in colorectal cancer trials (enrollment fractions: 2.1% vs 1.6%, respectively;
OR, 1.30; 95% CI, 1.24-1.35; P.001) and lung cancer trials (enrollment fractions:
0.9% vs 0.7%, respectively; OR, 1.23; 95% CI, 1.16-1.31; P.001).
Conclusions Enrollment in cancer trials is low for all patient groups. Racial and ethnic
minorities, women, and the elderly were less likely to enroll in cooperative group
cancer trials than were whites, men, and younger patients, respectively. The proportion
of trial participants who are black has declined in recent years.

Conclusions Enrollment in cancer trials is low for all patient groups. Racial and ethnic
minorities, women, and the elderly were less likely to enroll in cooperative group
cancer trials than were whites, men, and younger patients, respectively. The proportion
of trial participants who are black has declined in recent years.
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Review of clinical trial participation among vulnerable populations in 
trials supported by NIH

Bibbins-Domingo et al 2022
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Who gets screened and who gets enrolled into brain cancer trials?

Fewer minorities screened and therefore fewer enrolled
Morshed et al JNO 2020
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Who is most likely to enroll?

Shorter distance to hospital
In-state

Privately insured
Higher median household income

employed

Morshed J et al NeuroOncol 2020
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Reihl et al Neuro-Oncology 2022

Who have enrollment numbers changed over 20 year period post 
NIH revitalization act?- Women

Presenter Notes
Presentation Notes
Background. The NIH Revitalization Act, implemented 29 years ago, set to improve the representation of women
and minorities in clinical trials. In this study, we investigate progress made in all phase therapeutic clinical trials
for neuroepithelial CNS tumors stratified by demographic-specific age-adjusted disease incidence and mortality.
Additionally, we identify workforce characteristics associated with clinical trials meeting established accrual
benchmarks.
Methods. Registry study of published clinical trials for World Health Organization defined neuroepithelial CNS tumors
between January 2000 and December 2019. Study participants were obtained from PubMed and ClinicalTrials.
gov. Population-based data originated from the CBTRUS for incidence analyses. SEER-18 Incidence-Based Mortality
data was used for mortality analysis. Descriptive statistics, Fisher exact, and χ 2 tests were used for data analysis.
Results. Among 662 published clinical trials representing 49 907 participants, 62.5% of participants were men and
37.5% women (P < .0001) representing a mortality specific over-accrual for men (P = .001). Whites, Asians, Blacks,
and Hispanics represented 91.7%, 1.5%, 2.6%, and 1.7% of trial participants. Compared with mortality, Blacks (47%
of expected mortality, P = .008), Hispanics (17% of expected mortality, P < .001) and Asians (33% of expected mortality,
P < .001) were underrepresented compared with Whites (114% of expected mortality, P < .001). Clinical trials
meeting accrual benchmarks for race included minority authorship.
Conclusions. Following the Revitalization Act, minorities and women remain underrepresented in therapeutic clinical
trials for neuroepithelial tumors, relative to disease incidence and mortality. Study accrual has improved with
time. This study provides a framework for clinical trial accrual efforts and offers guidance regarding workforce considerations
associated with enrollment of underserved patients.

Proportions of men and women enrolled in a clinical trial 2000–2019, compared to incidence and mortality burden. A. Clinical trial accrual
proportions in men and women over the 20-year period, 2000–2019. Men represented 62.3% of accrued participants, women 37.7%
(P < .0001) B. Proportions of accrued participants as compared to disease incidence and mortality. Men were disproportionately accrued compared
to their disease burden (P = .001), and women were under-accrued compared to their disease burden (P = .001). C. Five-year trends from 2000
to 2019 show consistently significant results across the time period. *Data Source: Incidence—CBTRUS: Data provided by CDC’s National Program
of Cancer Registries and NCI’s Surveillance, Epidemiology and End Results Program, 2000–2017, Mortality—Incidence-Based Mortality SEER
Research Data, (2000–2017), Accrual—Systematic review of the literature published of clinical (Phase I–IV) trials of adult gliomas (2000–2019).
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Reihl et al Neuro-Oncology 2022

Who have enrollment numbers changed over 20 year period post 
NIH revitalization act?- Minorities

Presenter Notes
Presentation Notes
Background. The NIH Revitalization Act, implemented 29 years ago, set to improve the representation of women
and minorities in clinical trials. In this study, we investigate progress made in all phase therapeutic clinical trials
for neuroepithelial CNS tumors stratified by demographic-specific age-adjusted disease incidence and mortality.
Additionally, we identify workforce characteristics associated with clinical trials meeting established accrual
benchmarks.
Methods. Registry study of published clinical trials for World Health Organization defined neuroepithelial CNS tumors
between January 2000 and December 2019. Study participants were obtained from PubMed and ClinicalTrials.
gov. Population-based data originated from the CBTRUS for incidence analyses. SEER-18 Incidence-Based Mortality
data was used for mortality analysis. Descriptive statistics, Fisher exact, and χ 2 tests were used for data analysis.
Results. Among 662 published clinical trials representing 49 907 participants, 62.5% of participants were men and
37.5% women (P < .0001) representing a mortality specific over-accrual for men (P = .001). Whites, Asians, Blacks,
and Hispanics represented 91.7%, 1.5%, 2.6%, and 1.7% of trial participants. Compared with mortality, Blacks (47%
of expected mortality, P = .008), Hispanics (17% of expected mortality, P < .001) and Asians (33% of expected mortality,
P < .001) were underrepresented compared with Whites (114% of expected mortality, P < .001). Clinical trials
meeting accrual benchmarks for race included minority authorship.
Conclusions. Following the Revitalization Act, minorities and women remain underrepresented in therapeutic clinical
trials for neuroepithelial tumors, relative to disease incidence and mortality. Study accrual has improved with
time. This study provides a framework for clinical trial accrual efforts and offers guidance regarding workforce considerations
associated with enrollment of underserved patients.

Proportions of men and women enrolled in a clinical trial 2000–2019, compared to incidence and mortality burden. A. Clinical trial accrual
proportions in men and women over the 20-year period, 2000–2019. Men represented 62.3% of accrued participants, women 37.7%
(P < .0001) B. Proportions of accrued participants as compared to disease incidence and mortality. Men were disproportionately accrued compared
to their disease burden (P = .001), and women were under-accrued compared to their disease burden (P = .001). C. Five-year trends from 2000
to 2019 show consistently significant results across the time period. *Data Source: Incidence—CBTRUS: Data provided by CDC’s National Program
of Cancer Registries and NCI’s Surveillance, Epidemiology and End Results Program, 2000–2017, Mortality—Incidence-Based Mortality SEER
Research Data, (2000–2017), Accrual—Systematic review of the literature published of clinical (Phase I–IV) trials of adult gliomas (2000–2019).
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Reihl et al Neuro-Oncology 2022

Who have enrollment numbers changed over 20 year period post 
NIH revitalization act?- Minorities

3.2% 8.2%

Presenter Notes
Presentation Notes
Five-year grouped trend data for incidence, mortality and accrual by minority* status 2000–2019. Five-Year Trends from 2000 to 2019
shows increased accrual for minority patients from 3.2% (2000–2004) to 8.2% (2015–2019) over the 20 year period. *Data Source: Incidence—
CBTRUS: Data provided by CDC’s National Program of Cancer Registries and NCI’s Surveillance, Epidemiology and End Results Program, 2000–
2017, Mortality—Incidence-Based Mortality SEER Research Data, (2000–2017), Accrual—Systematic review of the literature published of clinical
(Phase I–IV) trials of adult gliomas (2000–2019).
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Which studies do enroll at benchmark levels?

Inclusive hiring practices matters
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 57 yo woman

Age < 60
Median income under $60K
Single mom- 12 year old son
Spanish speaker
Seizures- unable to drive
Lives 75 miles from tertiary care
Registered for medi-Cal 

https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiwosyro-TLAhVhn4MKHbGVAgQQjRwIBw&url=https://www.ucsf.edu/&psig=AFQjCNEGpCXsJkbHx5EQKgSyClgUivZSrw&ust=1459285140289986


Brain Tumor Center

Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 57 yo woman
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 57 yo woman
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 57 yo woman

After 3 months unable to start XRT
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 57 yo woman

Tumor came back
Reoperation 
d/c home after teaching- 12 yo son
Back to hospital FTT home
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 57 yo woman

Missed labs
Thrombocytopenia
Passed 10 months  post dx
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 80 yo man

Age > 60
Median income over $500K
Supportive and able family
Close access to hospitals
Transportation secure
Private insurance
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 80 yo man

https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiwosyro-TLAhVhn4MKHbGVAgQQjRwIBw&url=https://www.ucsf.edu/&psig=AFQjCNEGpCXsJkbHx5EQKgSyClgUivZSrw&ust=1459285140289986


Brain Tumor Center

Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 80 yo man
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 80 yo man
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Symptoms Diagnosis Surgery Chemoradiation Recurrence Experimental therapies

What did treatment look like for 80 yo man

Overall survival  over median
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Presenter Notes
Presentation Notes
Many lawmakers made their names in health care, seeking to usher through historic changes to a broken system.
John McCain was not one of them.
And yet, the six-term senator from Arizona and decorated military veteran leaves behind his own health care legacy, seemingly driven less by his interest in health care policy than by his disdain for bullies trampling the “little guy.”
He was not always successful. While McCain was instrumental in the passage of the Americans With Disabilities Act in 1990, most of the health initiatives he undertook failed after running afoul of traditional Republican priorities. His prescriptions often involved more government regulation and increased taxes.

In 2008, as the Republican nominee for president, he ran on a health care platform that dumbfounded many in his party, who worried that it would raise taxes on top of overhauling the U.S. tradition of workplace insurance.
Many will remember McCain as the incidental savior of the Affordable Care Act. His late-night thumbs-down vote halted his party’s most promising effort to overturn a major Democratic achievement — the signature achievement, in fact, of the Democrat who beat him to become president. It was a vote that earned him regular — and biting — admonishments from President Donald Trump.
McCain died Saturday, following a battle with brain cancer. He was 81. Coincidentally, his Senate colleague and good friend Ted Kennedy died on the same date, Aug. 25, nine years ago, succumbing to the same type of rare brain tumor.
Whether indulging in conspiracy theories or wishful thinking, some have attributed McCain’s vote on the ACA in July 2017 to a change of heart shortly after his terminal cancer diagnosis.
But McCain spent much of his 35 years in Congress fighting a never-ending supply of goliaths, among them health insurance companies, the tobacco industry and, in his estimation, the Affordable Care Act, a law that extended insurance coverage to millions of Americans but did not solve the system’s ballooning costs.
His prey were the sort of boogeymen that made for compelling campaign ads in a career stacked with campaigns. But McCain was “always for the little guy,” said Douglas Holtz-Eakin, the chief domestic policy adviser on McCain’s 2008 presidential campaign.
“John’s idea of empathy is saying to you, ‘I’ll punch the bully for you,’ ” he said in an interview before McCain’s death.
McCain’s distaste for President Barack Obama’s health care law was no secret. While he agreed that the health care system was broken, he did not think more government involvement would fix it. Like most Republicans, he campaigned in his last Senate race on a promise to repeal and replace the law with something better.
After Republicans spent months bickering amongst themselves about which was better, McCain was disappointed in the option presented to senators hours before their vote: hobble the ACA and trust that a handful of lawmakers would be able to craft an alternative behind closed doors, despite failing to accomplish that very thing after years of trying.
�What bothered McCain more, though, was his party’s strategy to pass their so-called skinny repeal measure, skipping committee consideration and delivering it straight to the floor. They also rejected any input from the opposing party, a tactic for which he had slammed Democrats when the ACA passed in 2010 without a single GOP vote. He lamented that Republican leaders had cast aside compromise-nurturing Senate procedures in pursuit of political victory.
In his 2018 memoirs, “The Restless Wave,” McCain said even Obama called to express gratitude for McCain’s vote against the Republican repeal bill.
“I was thanked for my vote by Democratic friends more profusely than I should have been for helping save Obamacare,” McCain wrote. “That had not been my goal.”
Better known for his work on campaign finance reform and the military, McCain did have a hand in one landmark health bill — the Americans With Disabilities Act of 1990, the country’s first comprehensive civil rights law that addressed the needs of those with disabilities. An early co-sponsor of the legislation, he championed the rights of the disabled, speaking of the service members and civilians he met in his travels who had become disabled during military conflict.

McCain himself had limited use of his arms because of injuries inflicted while he was a prisoner of war in Vietnam, though he was quicker to talk about the troubles of others than his own when advocating policy.
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What can we do to built 
programs/research/clinical access for everyone?

1. Community outreach and marketing

Conceptual model of rural trial enrollment:

Presenter Notes
Presentation Notes
The finding that within neuro-oncology, diverse investigator
teams accrue greater numbers of diverse patients
in therapeutic brain cancer clinical trials supports efforts
towards diversifying the healthcare workforce. In this
study, we discovered that neuro-oncology studies which
were able to recruit more than 10% minorities, appeared
to have diverse department faculty and are located in geographic
areas with higher proportions of minorities patients.

Additional systems and provider interventions
thought to advance recruitment of minority patients in
cancer research include (1) targeted community outreach
and marketing, (2) routine educational efforts for both patients
and providers about the importance of cancer clinical
trials, (3) patient-facing programs to increase access to
surveillance imaging and cancer screening, (4) resources
to mitigate transportation barriers, (5) education program
to raise awareness about cancer treatment inequities, and
(6) funding agency requirements for study protocols to
have enrollment plans for women and minority accrual.5,6
In order to address the central issues of healthcare disparities
in cancer research, we must begin with both accurate
and precise data collection along with continued emphasis
on recruiting and retaining diverse populations that meet
the needs of demographic-specific disease burden.
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How many surgeries must a surgeon perform to be considered an 
expert- i.e. perioperative risk declines?

10-20 cases per year associated with 
lowest surgical complications
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How many surgeries must a surgeon perform to be considered an 
expert- i.e. perioperative risk declines?
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Community outreach- partnerships
Access to a neuro-oncologist varies greatly across the US

People want care in their community- how can we bridge this gap
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Brain Tumor Center

What can we do to built 
programs/research/clinics for everyone?

1. Community outreach and marketing
2. Education efforts for both patient and providers
3. Patient facing programs to increase access to surveillance and 

screening
4. Travel/ transportation resources
5. Treatment inequities education
6. Funding agency review of enrollment practices

Presenter Notes
Presentation Notes
The finding that within neuro-oncology, diverse investigator
teams accrue greater numbers of diverse patients
in therapeutic brain cancer clinical trials supports efforts
towards diversifying the healthcare workforce. In this
study, we discovered that neuro-oncology studies which
were able to recruit more than 10% minorities, appeared
to have diverse department faculty and are located in geographic
areas with higher proportions of minorities patients.

Additional systems and provider interventions
thought to advance recruitment of minority patients in
cancer research include (1) targeted community outreach
and marketing, (2) routine educational efforts for both patients
and providers about the importance of cancer clinical
trials, (3) patient-facing programs to increase access to
surveillance imaging and cancer screening, (4) resources
to mitigate transportation barriers, (5) education program
to raise awareness about cancer treatment inequities, and
(6) funding agency requirements for study protocols to
have enrollment plans for women and minority accrual.5,6
In order to address the central issues of healthcare disparities
in cancer research, we must begin with both accurate
and precise data collection along with continued emphasis
on recruiting and retaining diverse populations that meet
the needs of demographic-specific disease burden.
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Guidance for improving access for vulnerable populations from 
National Academy of Medicine

Bibbins-Domingo et al 2022
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• 82 trial participants (N=8, 10% minority) and 192 non-trial participants (N=44, 
23% minority) completed the SPECIFIC questionnaire.

• Compared to non-trial participants, trials participants were more likely to be:
– White (83%vs74%,p=.02)
– Non NIH-designated minority (90%vs77%,p=.02),
– Privately insured (83%vs66%,p < .001)
– Higher income level (79%vs65%,p=.03)
– Referred for a trial (29% vs 5%, p=<.001)

Factors Affecting Willingness to Participate in Therapeutic Clinical 
Trials for Minority Patients with Low and High-Grade Gliomas

Presenter Notes
Presentation Notes
Study Population: 
Adult glioma patients who received care from the UCSF Brain Tumor Center from 2020 to 2022 
Materials:  
Validated survey titled Service evaluation of Patient Experience of Clinical trials and Factors Influencing Clinical trial Entry (SPECIFIC) administered via supervised interview 
"YES" Questionnaire administered to currently and previously enrolled
"NO" Questionnaire administered to never and/or previously declined
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Non-trial participants were more likely 
to endorse:

- A fear that “risks outweigh benefits” 
(22%vs0%,p < 0.001)

- A fear of “burden to quality of life” 
(14%vs0%,p < 0.001).

- A concern for “costs of 
participation” (24%vs11%,p=0.01).

Results Summary

Perception Towards Clinical Trials Among Non-Trial 
Participants
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Results Summary
Trial participants were more 
likely to: 

- “desire to contribute to 
scientific research” 
(95%vs82%,p=0.006)

- “trust physician investigators” 
(95%vs81%,p=0.005)

- “fear a worsening of their 
condition without clinical trial 
enrollment” 
(22%vs12%,p=0.02) 

Perception Towards Clinical Trials Among Trial Participants
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All Motivating Factors For Prospective Trial Participants
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Most Significant Factor That Led to Positive Decision to Enroll 
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Presenter Notes
Presentation Notes
We’ve been fascinated by the work coming out of the Monje, Deneen, Winkler and Sontheimer labs demonstrating forward-feeding interactions between neurons and glioma cells, with neuronal activity driving glioma growth AND gliomas increasing neuronal excitability/activity. 

Neuronal action potentials promote glioma growth through both paracrine signaling (mediated by two important molecules Neuroligin-3 and Brain Derived Neurotrophic Factor, BDNF) and AMPAR- mediated excitatory electrochemical synapses1-4. Likewise, glioblastomas influence neurons to induce neuronal hyperexcitability through non-synaptic glutamate secretion5,6, secretion of synaptogenic factors7, and reduced inhibitory interneuron numbers within tumor-infiltrated cortical regions8. 

SO … COULD IT BE POSSIBLE THAT BEYOND PURELY ABLATIVE/ DYSRUPTIVE INTERACTIONS- THAT GLIOMAS ACTUALLY ENGAGE WITH FUNCTIONAL NEURONAL CIRCUITS IN HUMANS?



And we’ll dig a bit deeper now into Neuron-Neuron circuit level dynamics which are remodeled by diffuse glioma.


Preclinically, it is therefore evident that glioma proliferation induces neuronal activity while neuronal activity drives glioma proliferation. How much of this work translates into human disease and influences cortical processing in the human brain is still unknown. The goal of this manuscript is to bridge this gap in knowledge focused on glioblastoma remodeling of neuron-neuron interactions (i.e., neuronal circuits). 
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