%" Research

‘Development

Beverly Collins
Amber Nestor
Erin Schubert

. PBrotocel Development

" Erin Schubert
AdminEtrB‘tive Director, PET Center




- I,mﬁcol PDevelopment

lﬁg@ = Grant/Pilot Funding = Protocol

u Plan yeurprotocol from the beginning

= Several protocol sections overlap
requiredgrant sections for NIH or
foundation grants

m [RB submission & review takes > 6-8
weeks from submission to approval

m IND submission can add = 30 days

Pla@(g Human Research

u) IanTwing the 'human subjects research
arlyAwill-helprtake an idea to the next
stage
m Preliminany; data may be needed before a
grant Isfsubmitted

m Can fine tune ideas into grant aims
m Develop budget and budget justifications
m Identify key personnel and resources

m Human subjects required for some grants
4




_Reglilatory Requirements

igating Pennlregulatory committees
(IRB; RRSE; CTSRMC) will take time

= NIH'erRother grants may require IRB
approvalias part of JIT submissions

m Avoid unnecessary start up delays

= Minimal risk studies may allow for
retrospective reviews that can provide
pilot data

Uman Research
- ‘ﬁequiréments

#'Background and! Scientific Rationale
= Motivating issue(s)? Impact(s) on field?
= Objectives

m Study Design




z m Building Blocks
lﬁgﬂpipant selection

= What'population do you plan to study?

m Prespective vs Retrospective or Quality
Control

m Recruitment

m How to access your subject population?
Does this require additional collaborators?

m Investigational agent?
m Does the study require an IND?

z m Building Blocks
iﬁ@&edures

= Whoawilliperform the procedures? Identify
potential’writers of letters of support

m Are there prospective procedures or
retrospective data collection/analysis

m Risks
m Minimal risk vs More than minimal risk
m Statistical Plan
m Would statistician consultation be helpful? g




* Slnvestigational
s ﬂfugs Or'Devices

a'Does your study involve an
investight&onal drug or device

m [s theXdrug or device currently made at
Penn or does it need to be developed?

m Will'your study require a new IND or
IDE or does Penn already have an
active IND or IDE?

_ KeylRegulatory Contacts

EriniSchubert — Protocol, IND, Regulatory
docume‘n&development and submission

= Kathléen Thomas and Patty Atkinson-
Radioloegy: IND support office for all IND
submissions and monitoring

m Sharon Lee — Cyclotron contact for
development of drug synthesis, validation
testing and CMC creation

10



Kéy@(s —Research at Penn

% HttpSE//AsEra.apps.upenn.edu
m RRSC: ‘.
[tPSHYENRES. upenn.edu/radiation-
safety/tepICS/research
m CTSRMC: http: //www.ctsrmc.org/
= CAMRIS:

https://www.med.upenn.edu/camris/

m OCR: https://www.med.upenn.edu/ocr/
11

Kéy@(s —\Research at Penn

LS. rsia.org/en/research/fundi
ng-epportunities/research-grants



https://hsera.apps.upenn.edu/
https://ehrs.upenn.edu/radiation-safety/topics/research
http://www.ctsrmc.org/
https://www.med.upenn.edu/camris/
https://www.med.upenn.edu/ocr/
https://www.pennera.upenn.edu/
https://www.rsna.org/en/research/funding-opportunities/research-grants

- Me.in départment

@mgy Collins: grant funding, proposal development
m Amer Nestor: budget development

u Erin Scubeﬁ protocol development, IND and IDE ,
regulatory, submissions

m Kathleen Thiemas: Regulatory support and resources,
clinical trial support

m Bill D’Arcy. : Business Administrator for grants, pre-
and post-award

- P‘@ﬁsal PDevelopment

" Beverly Collins
GlianteuBYdinator for Radiology




.. -
e Witting'a Proposal

#12.ways a grant may be submitted

L. RAEN(Brincipal Investigator) submits the
grent directly to the funding agency.

2. Arépresentative of Penn submits the
grant to the funding agency.

m Funding agency designates which

.. -
- Sibmitting®a Proposal

—

G_ﬁg\lA’s application is submitted by the
P.L. o-nlige through their website.

A PR 4
N 5 SEED THE FUTURE OF RADIOLOGY %\ ﬂu
Lu o

RSNA R&E Foundation Grant Application System

FREQUENTLY
ASKED QUESTIONS

Username:
yword




. .
- P&hn’sreview process

VERY externally-funding proposal must be
enteredinto Penn’s online grant application
system (PERNERA/PD)

. .
" Serreview process

—

-% all tor protect you and the institution from legal
i5

= The grant, andl the
responsibility, falls on the
institution:

m You're a sharecropper!

m They will basically review the budget, not the science

m This record will also be used in administering the
grant post-award 13




3 P@ﬂs EVIEW process

-mn—NIH proposals; use the application provided
iinding agency and upload to PD for

institution' review and approval.
= The fufﬁfhg agency will indicate whether the

applicationjis te'be submitted by an institutional
official.

m (NIH proposals are created from the PD record; you
do not use the NIH application package.)

3 WS FEVIEW process

-Welp you' set upithe proposal in PD

| You dont'need to enter the budget info into PD. We
have p@:)le?o do that for you.

m Amber Nestor'handles all RSNA grants and most
resident proposals.




% OWhﬁ proposal itself

Big picture




Your reviewers need to understand both:

m The BIG PICTURE
s WHY?
m What is the point of your research?
m How does it relate to bigger topics?
m How is it relevant?

g=® 1he ROADMAP
8 = HOW?
m What are the turn-by-turn directions?

m Could someone else get there from your
description?

Also in working on your proposal, you
need both:

m The BIG PICTURE
= Goals
= Deadlines
m List of all elements needed

8 » The NITTY GRITTY
m Completing of all the individual elements




CEUEVENTSIOF A GRANT

act/Summary’ (overview)
u Specific Aims (goals)
= Researeh Plan (why and how)
= Bibliography
m CV/biosketch
= Budget and justification
m Resources description
m Letters of support




i dra.nt Sections

%ate,the application’s broad, long-term objectives
and speCific aims, making reference to the health
relatedness off the project. Describe concisely the
research design and methods for achieving these
goals....”

/ &ra.nt Sections

I Abstr
= Oneofifmost important parts of proposal
m Writérthis last.
m Followithe instructions.

= "Movie review”




ant Sections

Abstract-of-Proposed-Plan:{
Mortality-from-cardiovascular-disease-is-improving-in-the US.-Yet the rate-of decline-is-less-forwomen-than-it
is-for-men.--Women-have-an-increased rate-of-stroke-risk-with-age -and-more-severe-debilitating-outcomes. -
This-difference-can-be-partly-attributed to-the various reproductive stages-of-a-woman's-life-leading to-
differences-in-vascular-biology-and-ultimately-clinical-outcomes. --However, - most-prevention-and-treatment
strategies-do-not-distinguish-between-gender -Current-clinical-practice-guidelines-extrapolate-evidence-from-
studies-using-a-mixed-gender-or-male-dominant-cohort, resulting-in-a-gap-in-knowledge-about-women. --
Moreover,-although-it-is-universally-accepted-that-intracranial-atherosclerotic -disease-is-a-leading-cause-of-
stroke,-only-recently-have-imaging-techniques forvisualizing-vessel wall changes-gained-recognition.--Given-
that-injury-first-occurs-within-the-vessel-walls, -studying -the-site-of-an-injury-itself-may-improve-screening-and-
diagnostic-accuracy.-Studies-have-shown-gender-differences-in-vascular-biology, plague-composition-and-
stroke-mechanisms. --However, -how-intracranial-atherogenesis-and-stroke-outcomes-differ-between-genders-
have-not-been-addressed. - The-short-term-aim-of-this-proposal-is-to-use-3T -multicontrast-vessel-wall-MRI to-
identify-gender-differences-in-intracranial-vessel-wall-lesion-burden-and-contrast -risk-factor-profiles in-stroke-
patients.--The-translation-aim-compares-clinical-3T-and-ultra-high-field- 7T-MR-imaging ‘with-quantitative-
susceptibility-mapping-to-characterize-gender-differences-in-plaque-composition. - The-long-term-aim-is-to-
investigate-how-women's reproductive-stages-(e.g. -pre--peri--and-post-menopausal-stages) influence risk
factors, -intracranial-atherosclerosis-and-stroke cutcomes. --By-recognizing-gender-disparities-in-stroke-
outcomes-and-the-unique-physiology-of-a-women's-life, the-overarching-objective-of-this-investigation-is-to-
help-establish-gender-specific-screening-and therapy-guidelines.§

Grant: Sections
Abstract/S

Abstract-of-Proposed-Plan:|
Mortality-from-cardiovascular-disease-is-improving-in-the-US - Yet the rate-of decline-is-less-for women-than-it

is-for-men.--Women-have-an-increased rate-of stroke risk-with-age -and-more severe debilitating-outcomes. --
This-difference-can-be-partly-attributed-to-the-various-reproductive -stages-of-a-woman’s life-leading-to-
differences-in-vascular-biology-and-ultimately-clinical-outcomes.-However,-most-prevention-and-treatment:
strategies-do-not-distinguish-between -gender.-Current-clinical practice-guidelines-extrapolate-evidence from-
studies-using-a-mixed-gender-or-male-dominant-cohort, resulting-in-a-gap-in-knowledge -about-women. -
Moreover,-although-it-is-universally-accepted that-intracranial-atherosclerotic -disease is-a-leading-cause of-
stroke, -only-recently -have-imaging techniques-for-visualizing-vessel-wall-changes-gained-recognition. - Given-
that-injury-first-occurs-within-the-vessel-walls,-studying-the-site-of-an-injury-itself-may-improve-screening-and-
diagnostic-accuracy. --Studies-have-shown-gender-differences in-vascular-biclogy,-plaque-composition-and-
stroke-mechanisms. -However, -how-intracranial -atherogenesis-and-stroke-outcomes-differ-between-genders
have-not-been-addressed. - The-short-term-aim-of-this-proposal-is-to-use-3T-multicontrast-vessel-wall-MRI -to-
identify-gender-differences-in-intracranial vessel-wall-lesion-burden-and-contrast risk factor-profiles in-stroke-
patients.- The translation-aim compares-clinical-3T-and-ultra-high-field- 7T MR imaging-with-quantitative-
susceptibility-mapping-to-characterize-gender-differences-in-plaque-composition. --The-long-term-aim-is-to-
investigate-how-women’s-reproductive-stages-(e.g.-pre--peri--and-post-menopausal stages) influence risk
factors, -intracranial atherosclerosis-and-stroke-outcomes.--By recognizing-gender-disparities-in-stroke-
outcomes-and-the-unique-physiology-of-a-women's-life, the-overarching-objective-of-this-investigation-is-to-
help-establish-gender-specific screening-and-therapy-guidelines.{|

Background:
Disease and
conditions

Problem with current
practice

Evidence that this
study is needed and
will be useful

Aims and goals



antiSections
AN m -

Abstract-of-Proposed-Plan:{|
Recently, there-have-been-remarkable-advances-in-targeted-cell-based-immunotherapies. --One-of-the-most:

dramatic -advances involves-an-FDA-approved-CAR T -cell-therapy-discovered-at-Penn-that targets-CD19-on-the-
surface-of B -cells-and-has-shown-dramatic-efficacy-in-advanced-acute-lymphoblastic leukemia. --Due-to-this-and-

other-recent-successes, there-has-been-an-explosion-of research-into cell-based-immunotherapies.-many-of-
which-have-shown limited-treatment efficacy-in-solid-tumors_--For-these reasons, -a-method-of in-vivo-cell-
tracking-is-needed-to-noninvasively-monitor-administered-cells, -enabling the-determination-of cell-distribution, -
quantity, tumor-penetration, -and-viability. --Currently there-are-no reliable-methods tolongitudinally-image-cell-
based therapies-over-the-long-duration-that-they-exert their therapeutic-effect. - Given-that-cell-based-
immunotherapies-are-already-genetically-manipulated, -an-attractive-approach-involves-including -a-reporter
gene-in-the-genetic-modification-process.--Here-we-propose-an-innovative-approach-to-in-vivo-cell-tracking
using-an-RNA-based reporter-gene-system-based-on-a-well-characterized-RNA-aptamer-that-binds-to-
tetracycline-dernivatives with-high, -sub-nanomolar-affinity. --An-RNA-aptamer-based-system-has-numerous
advantages-over traditional-protein-based systems-including:-a-lack-of immunogenicity, the-ability-to-be-readily -
engineered-to-bind-to-any-molecule-of-interest, -small-size/genetic -footprint,-and -no-biological function. -
Furthermore, tetracycline-derivatives-are-well-characterized-pharmaceutical-agents-with-numerous--attractive-
properties that-may-be-readily-accepted-by clinicians.-Overall -the-goal-of this-proposal-is-to-demonstrate-the-

feasibility-of-an-RNA-aptamer-as-a-reporter-gene-for-cell-tracking-using-a-tetracycline -based-radiolabeled probe. -

These-studies-will-lay-the foundation-for-translation-to-human-trials, -and-will-continue-building-on-my-melecular-
imaging-foundation-as-lI-work-to-transition-into the-role-of-a-clinician-scientist-developing-novel-probes-
answering-clinical-diagnostic-dilemmas.{|

1=

round and' Significance
Preli!rm@ry tudies
Research Design and Methods
Timeline of events

Background:
Research

Gap in current
research

Proposed work
and advantages of
approach

Goal of project and
personal goal




= (Grant Sections

_ Spedific
* )&
S
ISINAYFList the broad, long-term objectives and
lfofithe Specific research proposed, e.g.,

to test a hypothesis, create a novel
design, splvera specific problem, challenge an
existing'paradigm or clinical practice, address a
critical barrierto progress in the field, or develop
new technology. One/half page is recommended.

rant Sections

1

1.Specific-Aims-|

Intracranial-atherosclerosis {ICAD)-is-a-leading-cause-of-stroke -Although-men-have-a-higherife-time-risk-for
stroke,-women-account-for-a-larger-proportion-of-stroke-events-in-the-older-age-group.-Compared-to-men, -older- Bac kg roun d
women-may-be-predisposed-to-poorerrisk factor-profiles-leading to-less-favorable functional-outcomes-due-to
the-hormonal-changes-during-the-reproductive stages. 1-Although-gender-differences-in-physiology-and-

vascular-biology-are recognized, -how-gender-affects-|CAD-and stroke-outcomes-remains-unexplored.
Conventional-vessel-imaging-modalities-such-as-time-of-flight- magnetic resonance-angiography-(TOF-MRA)-
and-computed-tomegraphy-angiography-(CTA)-show-changes-in-lumen-diameters. ‘However, -information-about- Tec h n iC a|

the vessel-wall-(the-site-of-original injury)-is-absent.2-4 For-instance, |CAD-initially-develops-with-deposition-of-
anintimal-“fatty-streak™-causing-inflammation-and-intimal thickening with-stenosis-occuming later. 5-Vessel-wall- details:
MR-imaging-(VWI) may-be-ableto-detect these-pre-stenotic-pathologic-changes-by-showing-wall-thickening 3
and-enhancement 8, 7-Multicontrast- VWI-also-allows-us to-study-plaque-composition-and-characterize-high risk- phyS|0|Ogy
plague features.8-Gender-differences-in-symptomatic-plaque-composition-in-the-more-accessible-exiracranial q 3
carotid-and-coronary-arteries-have-been-reported-and-has implications-in-reducing risk-of-stroke an d m ag In g
recurrence 9, 10-Yet,-whether-the-pathophysiology-of-ICAD-parallels-atherogenesis-in-the-gxfracranial -arteries-
has-not-been-addressed. We hypothesize-that total-intracranial-vessel-wall-lesion-burden-will-be-significantly-
different-between-men-and-women-with-stroke. -To-test this-hypothesis, the-shert-term-objectives-of-this: H yp Oth es | S
proposal-are-to-compare-intracranial-vessel-wall-lesion-burden-between-age-matched-men-and -women-with- 4
stroke-using-VWI-and-to-contrast-their-cardiovascular risk factors-and-plaque-composition. -The-long-term- (0} b] ectives ,
objectives-are to-develop-gender-specific screening-and therapeutic interventions to target-women-early-when- 4 A
prevention-strategies-can-be-individualized-and-optimized. - SpelelC AVIS
Specific-Aim-1:-Measure-gender-differences-in-the-burden-of-intracranial-vessel-wall lesions-in-stroke-patients-

by-vessel wall-MR-imaging-on-3T-MR.

Specific-Aim-2:-Compare-cardiovascularrisk-factors of-age-matched-women-and-men-with-degree-of

intracranial-arterial-lesion-burden_ -
Specific-Aim-3:-Characterize-gender-differences-in-symptomatic-plague-components-in-vivo-using-3T-MR-and

ultra-high-field 7T-MR-and-quantitative-susceptibility-mapping.{




rant Sections

T-cells-re-engineered-with-chimeric -antigen-receptors-(CARs) that-target-tumor-associated-
antigens-have-shown-dramatic -activity-in-a-variety-of cancers.-However, -a-major-obstacle-in-the-
development-of-CAR-T-cell-therapy-and-other-methods-of-adoptive-immunotherapy-for-solid-tumors-is- Backg ound
the-difficulty-in-assessing-treatment-efficacy. - Thus, -in-vivo-cell-tracking-methods-are-needed-to
noninvasively-monitor-the-presence, -distribution, -quantity,-and-viability-of-the-administered cells.-

Currently -there-are-no-imaging-agents-to-reliably-image cell-based-therapies-over-the long-period-of- . .
time by-which-they-exert-their-therapeutic-effect.-Given-that-CAR-T-cells-are-already-genetically- POSSlbIe SO|UtI0ﬂ
engineered, -an-attractive-approach-would-be-to-include-a-reporter-gene-as-part-of-the-genetic-

modification-process.-Currently, -the-three-most-common-reporter-genes-available-for-molecular- )
nuclear-imaging-include the-herpes-simplex-virus-1-thymidine-kinase-(HSV1-k),-the-sodium-iodide Problem with
symporter-(NIS),-and-the-dopamine-2 receptor-(D2R). However, -all-of these reporter-genes have- .
limitations-including-immunogenicity, -undesirable-reporter-probe-properties, -and-concern-that-the- current o ptl ons
reporter-gene-alters-cell-physiology.

An-innovative-approach-to-in vwo -cell-tracking,-which-overcomes-many-limitations-of-
the-currently-available-reporter-genes, I th f-an-RNA-apt: -as-a-reporter-gene
Although-RNA-aptamers-have-been-used-as therapeutic-agents, -directly-labeled-molecular-imaging- Prqposed new
agents (i e the-aptamer itself-is-radiolabeled -ex-vivo-and-administered-fo the-patient), -and-as the Optlon
signaling-component-for-in-vitro-assays, they -have not-yet-been-used-as-a-reporter-gene.- The-

iges-of-an-RNA-af -based-reporter-gene-over-more traditional-protein-based-

te include-a-l "-of-immu. genicity,-the- ablllty -to-be-engineered-to-bind-to-any-molecule-
of interest,-small-si: footprint,-no-biolog ion, the ablllly to Ilnk -multiple-serial-
aptamers-to-boost- EffE(:tIVE -expression,-and-th tential -t li t: s-to-
ribozy -gene-expression._-The-goal cfthls prujett is-to-provide-a-proof-of-
concept-for-a-reporter-gene-that-encodes-an-RNA-aptamer, -by-demonstrating that-cells-that-contain- Goa|
the-RNA-aptamer-are-capable-of-binding-the-corresponding radiolabeled-probe.-A-well-characterized, -
high-affinity-tetracycline-binding-RNA-aptamer-(KD-<-1nM)-will-be-used-in-this-study.

Aim-1:-Measure [3H]-tetracycline uptake in cells fransformed-with-the tetracycline-binding-RNA

aptamer,-and-compare {3H]-tetracycline-uptake-in-cells-that-contain-multiple-sequential-grouped-RNA- Specific Aims
aptamers-(8-and-16aptamer-repeats)

Aim-2:-Synthesize [1251]-7-iodotetracycline, characterize its-affinity for the tetracycline-binding-RNA-

aptamer,-and -measure its-uptake-in-cells-transformed-with-the RNA aptarnel 1

Aim-3:-Determine the-biodistribution-of-[1251]-7-iodotetracycline-in-mice, -and-utilize-in-viva- SPECT/CT-
imaging-to-measure-the-uptake-of-[1251]-7-iodotetracycline-in-a-mouse-xenograft-model-expressing-

the-tetracycline binding RNA-aptamer 3 5

g NESEGLions

yasketch therbackground leading to the present
applicat itically’ evaluate existing knowledge, and
specificallyAidentify; theigaps that the project is intended
((0) i ate concisely the importance and health
relevanceerofithie research described in this application by
relating the'specific/aims to the broad, long-term
objectives. Ifi the aims of the application are achieved
state how! scientific knowledge or clinical practice will be
advanced. Describe the effect of these studies on the
concepts, methods, technologies, treatments, services or
preventative interventions that drive this field.




' .allt SEGLIONS

%pplications, userthis section| to provide an account
off Sipreliminary studies pertinent to this application.
ahistinfermationiwill alse help to establish the experience
and competenceror the investigator to pursue the proposed
prioject: Preliminany.data is welcome but not required for

Resident, Fellow,rScholar and Seed Grant applications. If

there is no preliminary. data, provide supporting_evidence in
the existing literature.

- ant Seetions
g

| %the researchidesigniconceptual or clinical
frameworkyprocedures; and analyses to be used to

accompliShFthENSPECIfiC aims ofi the project. Include how the
data willlbescellected, analyzed, and interpreted. Describe
theapplicant’sispecific roles in each phase of the
project. Deschibe’any new: methodology and its advantage
over existingimethodologies. Describe any novel concepts,
approaches, tools; or technologies for the proposed studies.
Discuss the potential difficulties and limitations of the
proposed proceduresiand alternative approaches to achieve
the aims.




grant sections

BIOGRAPHICAL-SKETCHY

Followhis formatfor-cach person. DO NOT EXGEED FIVE PAGESfl

NAMET]

SRA COMMONS USER NAME {credential, e ., agency login) |

POSITIONTITLEY

EDUCATION/TRAINING (Beginwith rother-initial ducation, suchasnarsing,-
includ training-and-residency-training-if Add/delete-rows a v

DEGREET | Completion
it Datef] FIELD-OF-STUDY{

INSTITUTION-AND-LOCATION= applicable)]| MMAYYYYS| =
o o

1
NOTE: TheBiographical-Sketch-may d-five-pages. Follow-the " N

" AsPersonal-Statement]

Briefly describe-why-you-are-well-suited- for-your role-in-the-project-described-in-this- application.- The relevant:
factors mayinclude-aspects of yourtraining;-your-previou: P tal-work-on-this- specific topic-or-related
topics; -your technical-expertise; - your-collaborators- or-scientific-environment; and-your past-performance in this:
or-related- fields-(you-may-mention-specific contributions-to-science-that-are-not-included-in-Section-C).-Also,
you-mayidentify up-to-four peer-reviewed publications- that- specifically highlight your-experience-and
qualifications: for this- project.Ifyou wish-to-explain impediments-to-your-past- productivity, you mayinclude a
description-of facterssuch- as-family care responsibilities,- illness, -disability,- and-active-duty-military service.

" B.+Positions-and-HonorsY

List-in-chronological-order previous: positions, - concluding with the-present-position - List-any-honars - Include-
present-membership-on-any-Federal- Government public-advisory-committee.§

" C.sContribution to-Science

Briefly describe-up-to-five-of-your-mostsignificant-contributions-to-science.-For-each-contribution, indicate-the:
historical background that frames the-scientific problem; the-central finding(s); the influence-of the-finding(s)-on
£ b, f thase- findinals)-tn:health-ar-technolnm--and- v fic-rol

Lofs | wordsiL3 | OB | BB == wm o)

3 ";@NA eléments
| -

.

m C. Describe your area of
professional/scientific interest(s) and long-term
career goals and objectives. Briefly describe how the
proposed plan relates to the applicant's priorities and
how these priorities are served at the host institution.
Not to exceed 1000 words.

-




description of the advisor's role
as mentor for the applicant;
describe the role of the
resident/fellow in the overall
project and how their

independence will be
established from previous or
existing efforts). Not to exceed
1000 words.

3 ‘}gNA proposals

-.froc'ess:
start yourrapplication on RSNA site

= I will giVelyou info on who to list for

instittitional representatives

m You will'download the signature page, sign
it, and give it to me.

= [ will get mentor & chair signatures and
post to PennERA

m When approved, we will send you the
completed page w/institutional signature

42



o i3 ﬂgNA proposals
lﬁm;frame

n Deadﬁhpato RSNA: January 15, 2020

= Tell\Beverly by Dec 2:
= Title
= Whether any human or animal subjects

m Budget deadline to Amber: December 13,
2019 finalized

Update on
the Leémon Tree




Update on

m the l'émon Tree

\’ \‘

t

,4

Bl

T o

es fﬁ“ﬂ’.;

Be like Larry!




