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* Cancer 101

 What’s known about cancer and Bloom Syndrome
* What we’d like to know

e Lessons from Rothmund-Thomson Syndrome

* Questions to ask your oncologist, if you need one

* Proposed ways to get involved
* Standard operating procedure when cancer is diagnosed



Cancer 101

* What is cancer?
* Cancer vs benign tumor

* How is cancer usually diagnosed?
* Radiologist
* Surgeon
* Pathologist

* What are the main categories of cancer treatment?
* Surgery
* Chemotherapy
* Radiation
* Other



What’s known

* Two primary sources
* Bloom Syndrome Registry
* Published literature, usually case studies
* Plus anecdotes from the community

e Limitations
e Qutdated information
* Publication bias

* By coming together, we can start to overcome these limitations



What's known - diagnoses

* Information from 290 participants in the BSR, 1960-2021
e 155 (53%) participants developed 251 cancers

* The most common cancer is leukemia/lymphoma

* The most common solid cancers are colorectal, breast, and oropharyngeal

e Cancer screening is challenging due to the different types of cancer

* Screening recommendations are based on the types of cancers that have been
found in Bloom patients and the average ages that they have been found



What’s known- treatment

* Early reports from the Registry on 14 patients with acute leukemia diagnosed
between 1950-1970s
» 7 developed severe treatment reactions - some despite reduced doses of chemotherapy
e Others had no unusual reactions, some had no data



What’s known- treatment

* Of 78 people who received chemotherapy, 23 (29.5%) confirmed receiving
modified treatment

* including lower doses or fewer cycles of chemotherapy

* 19 reported varying degrees of side effects, most commonly gastrointestinal
complications (nausea, vomiting), liver toxicity

e 2 cases of hyperglycemia and 3 cases of diabetes

» Of 28 participants known to have received radiation, 8 (28.6%) experienced
toxicity, including 3 cases of esophageal stricture



What’s known- treatment

* 18 published reports on cancer in patients
with Bloom 12
* 5 mention doses of chemotherapy 10
* 3 mention doses of radiation
* 4 mention surgery used

e Side effects

* Prolonged bone marrow suppression
* Fever, infection, bleeding I
e Gastrointestinal complications 0 i O
. .. . . . Lymphoma Leukemia Colonca Head/neckca Lungca
* Nausea, vomiting, mucositis, liver injury
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m total chemotherapy radiation surgery
* Endocrine

* High blood sugars
e Strictures after radiation



What we’d like to know

e Cancer diagnoses
* Are cancers in patients with Bsyn the same or different from patients without Bsyn?

* Treatment
* How does treating oncologist select the best regimen/modifications?
* Would patients with Bsyn respond to immunotherapy?

 Surveillance
* What are effective screening strategies?

e Can we detect abnormalities in blood sampled over time that signals development
of cancer?



Example from Rothmund-Thomson
Syndrome (RTS) Registry



Rothmund-Thomson Syndrome
(RTS)

« Cancer predisposition syndrome
« RECQ helicase syndrome




Human RECQ Helicase Syndromes

Disease Clinical features Cancer Predisposition Gene_
Location

Bloom Small stature, Multiple tumor types, BLM
photosensitive rash, including leukemia, 15926.1
immunodeficiency lymphoma, solid tumors

Werner Premature aging, Soft tissue sarcomas, skin, | WRN
cataracts, diabetes, thyroid cancers 8pll
atherosclerosis

Rothmund- | Poikiloderma, skeletal | Osteosarcoma, skin RECQL4

Thomson defects small stature, cancer 8024.3
juvenile cataracts
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RECQ2016
“Partnering for Progress”

3rd International Meeting on RECQ Helicases in
Biology and Medicine

05/28/16 — 05/30/16
Fred Hutchinson Cancer Research Center
Seattle, WA




How we got started

Patient diagnosed with
osteosarcoma (OS)

Also carried diagnosis of
Rothmund-Thomson
Syndrome (RTYS)

Sister also had RTS and
died of metastatic OS

QUESTION: Is there any
link between these two
rare diseases?




1. Defining the syndrome

 IRB protocol

* |ldentify RTS patients from Rash 41/41 100%
around the world
« Collect clinical data Small stature 25/38 66%
st o 2 wam Skeletal dysplasia 15/20 5%
Radial ray defect 8/40 20%
jons in & Cohort © ft'u-nts :
Clinical M‘:\:"“f};,’;\‘:::"&,," gyndrome PACRR Sparse scalp hair 15/30 50%
41 Rothm . |.-«—"'M‘"'““ hintugumpol:
o e W LA Sparse brows/lashes | 19/26 73%
= e Cataracts 2132 6%
e e =i | SKin cancer 1/41 2%
o = Osteosarcoma 13/41 32%

 Established clinical diagnostic
criteria for RTS
 Helpful for clinicians

2001




Genetic Basis of RTS

* When we started our research, the cause
of RTS was unknown.

e [t was known to be an inherited disorder
and transmitted in an autosomal
recessive pattern.

* In 1999, a gene for RTS was discovered.



~ neoplasia'4,

2. FInding the cause of RTS

Kitao et al.

(1999) Nature Genetics; 22: 82-84

letter

Mutations in RECQL4 cause a subset of cases of
Rothmund-Thomson syndrome

Saori Kitao!, Akira Shimamoto!, Makoto Goto?, Robert W, Miller?, William A. Smlthson4 |

Noralane M. Lindor? & Yasuhiro Furuichil

Rothmund-Thomson syndrome (RTS; also known as poikilo-
derma congenitale) is a rare, autosomal recessive genetic disor-
der characterized by abnormalities in skin and skeleton,
juveniie cataracts, premature ageing and a predisposition to
Cvtoaenetic studies indicate that cells from

The coding sequence of RECQL4, consisting of 3,627 bases and
encoding a protein with 1,208 amino acids, has been pub-
lished!%;. exon and intron junctions have also recently been
identified (unpublished data). We amplified all exon regions of
RECOI 4 fram natiente hv PCR and camnared their senanencec

- 3 out of 7 RTS cases had mutations in RECQL4



3: Sequenced RTS patients to see how
many have mutations in RECQL4

BAYLOR

GENETICS

Houston, Texas

* Mutation testing
done initially in the
lab as part of
research

Home
Testing Available

About Us

* Helped to develop a
clinical test for RTS

Billing
Shipping Information

Training Programs

* Now widely available = ==
in the U.S. Cancel Test

Medical Genetics Laboratories

>*BCM Home >BCM Centers >BCM Departments >Find a BCM person >Giving

Medical Genetics Test Details

“iew Custom Req | Tests in Custom Req: O

Search Tests: (Search by disease, test name, gene name, test code, or keyword. Return fo test index. )

( ][Search| Browse: #ABCDEFGHIJKLMNOPQRSTUVWXYZ

The American Medical Association (AMA) Current Frocedural Terminology (CFT) codes and Healthcare
Common Procedure Coding System (HCPCS) codes listed, are provided for informational purposes only. The
codes reflect our inferpretation of CPT/HCFCS coding reguirements based upon AMA guidelines published
annually. CFT/HCFCS codes are provided only as guidance to assist clients with billing. Baylor Genefics
strongly recommends that clients confirm CPT/HCPCS codes with their Medicare Administrative Contracior
(WMAC) or other payer being bilied, as requirements may differ. CFT coding is the sole responaibility of the billing
party. Baylor Genelics assumes no responsibility far billing errors due fo reliance on the CPT codes listed.
Flease direct any questions regarding CPT coding fo the payer being billed.

RECQL4 - Related Disorders tests available. h

Baller-Gerold Syndrome | Rapadilino Syndrome | Rothmund-Thomson Syndrome _

(Click the blue dot to view test details. Red dot = current test.)

Familial
Mutation/Variant
Analysis

Prenatal
Diagnosis

Diagnostic
Testing

Mutation Testing
General Population

Presymptomatic
Testing

Sequence

Analysis



Characterizing di
g differe .
types in RTS nt RECQL4 mutation

Ane. | Hum Genet "1‘|4.\'.;f.'.3rusg

Intron-Size Constraint as a Mutational Mechanism

in Rothmund-Thomson Syndrome

Lisa L. Wang' Kim Worley,”* Anu (..nm.n\‘u.\pu‘ Murali M. € \\nn.\gmnp.\l.\,'
Moise L. Levy, and Sharon E. Plon'’

Departments of 'Pediatncs mMolecular and Human § - onvetics, and l\n-um‘,v--lwp nd the sHuman Genoms Soquencing ¢ onter, Baylof
College of Modicime HHouston

Rothmund- Thomson wndrome (RTS) 1s an autosomal recessive disorder caused by deleterious mutanons in the
RECQL4 gene on chromosome 8. The RECOI 4 gene structure 1 unusual because it contains many «mall introns
<100 bp. We describe a proband w ith RTS who has a novel 1 1-bp intromic deletion, and we Jhow that this mutation
results n a 66-bp intron 10O omall for proper splicing. ¢ onstraint on intron cize may represent a general mutational
mechanism, sinee human-genome analysis ceveals that ~15% of genes have introns <100 bp and are thercfore
\uswph\\\( o $1ze constraint. Thus, montonng of intron size may allow detection of mutations missed by exon-
by-exon .\ppru.\dw~.

: wutgtion testing can be tricky
eed to examine intronic regions

* Ma
ke sure proper test is performed

2002



4: Determining if RECQL4 mutations
correlate with features of RTS:

Osteosarcoma

Association Between Osteosarcoma and Deleterious
Mutations in the RECQL4 Gene in Rothmund-

Thomson Syndrome

Lisa L. Wang. Anu Gannavarapu, Clawdia A. Kozinetz, Mowse L Levy
Richand A. Lewis,. Murali M. Chintagumpala, Ramon Ruiz-Moldanado
Jose Comtreras-Ruiz, Christopher Canmiff, Rober: P. Erickson, Dovit Lev,

Maureen Rogers, Elaine H. Zackal, Sharon £ Plon

Beckground: Rothmund-Theowen syndrome (RTS) s a0
sutosomsal recenive disorder msociated with aa ncreaed
prodispesition to ovdessarcomsa. laldren with RTS 1y pacally
prosent with o charsctorntic skin rash | pedkibderma i, small
stature, and sheketal dysplasion. Mutations in the RECQLS
genw, which encndes 8 Roc) DNA helicnse, hve been e
ported im a fow RTS pationts. We examined whether o pee.
dispenition te descloping ondomarcems smeng s iInferne-
tional cohort of RTS patients wan avoacisted with »
distinctive pattern of mutation s the RECQLA geoe. Meth.
wd We ehitained climical information about and biclogic
somples from 33 RTS pationts (age range = =M yours)
Heven pathents were diagnosed with sslomarcoma. Al 2}
cvoms and 13 dhort imtroms of the RECQLY gome were s
quenced from the gomossic DNA of ol subjects. Kaplan-
Meter saryival asalysis was wsed 1o estimate the lncoadence of
dowarcna amonz patients with sod withost st
prodicted to produce & truscsted RECQLA peotein. Resuits
Twenty dheee RTS paticnts, incloding off 1] estomarcoms
patients, carriod ot hosst sme of 19 truncsting sestatisos in
their RECQLA gemes. The incidence of sntommarcoma wan
000 per yeur in truncating metat pati (=
persan-years of sheeryation: snd 005 per nunlr-unu
mutathon-positive pationts (2N person-y cars of sheers sthon )
WP = 85T twmaided logrank test). Comcfuvioms: Mutations
prodicted 1o result in the boss of RECOQLA protein function
wccurred i apprecimatcly two-thirds of RTS paticnts and
are avoctsted with rish of ssteresarcomsa. Mobecular desgno-
sis B the potential 1o sdemtily these children with RTS whe
wre ot bigh vk of this cancer. | ) Natl Cancer Jant 200395
an-Ty4)

coad pvemile cataracts. However, evalustion of sn imtorsatonal
cobont of 41 RTS peobands reveslod & different climical profile.
which mcloded o prevaloncs of ostoonmcoma o approtimately
030 (25 Cumestly po choscal or molocule marker peodacn
which RTS puticnts will develop ostoonarcoma, & malignancy
that carmes a substaetial mortality cate desgute avadable wepery
and chemoherapy (5)

I 1999, Kitao ot al (6] wsed & pure candudate pone approach
o s that eutations i the RECQLAS geae. whch & kocsted on
bessan chromenome SgM 3, cccomed @ twe of the aa RTS
Lindeods they crxaminod The RECQLA protein belvags 10 the
Reoc) famuly of DNA belicaes. which inclodes protemns oo
coded by ponos that we duewped i Bloom pyndmas and
Werner syadtome. two chimcally misted cancer prednpostion
syadeomes (7). DNA helicases ae corymes that uwind DNA
ad are wvolved @ manry bas colluler processes. wésrrugtion
of thew functees may redoce geoomuc stabdity ad than con
trbute W tumongeacss (X9 No complenentatsn of bl sge
stadecs huse been smeported that meght ndicate ahether muty
Homs i mose thas ooe peme (lormed posctic heterogeneity ) are
rspomsible for RTS, and no sodies of RECQLA gene sstationn
n sporadic osteosarcoma have been ponted. We porformed

compechensve DNA soguence asalysn of the RECQLA gone
Inm 13 RTS patients w0 cramune the spectrum of RECQLA
mutatioms m HTS snd 10 sssews whether RTS puticnts with
ostoosarcoma have 3 detsctive patiere of metatson

A of sstory L L Wang A Cussevscge, M M Ohasagemple
Tonm Oxonn s Cannnr Comter sl Dot of Padisteions © A Kovwns
Dvpenea of Pedaamod, ML Loy (Depareesss of Peumnes snd Do
s L B A Lown Dvputmcn of Pl Opahtnbogy . snd Mobkcuts
e Thems Common), Banbor Colloge of Modonse Thane, TX L& MG

2003



RECQL4 mutation status and OS In RTS

< p=.000007

w_

(:5 3 | |
= RECQL4 Mutation Positive (n=53) 4 Type 2 RTS:
= ©_| > RECQL4 mutations
go
=Y Increased risk of OS
3 compared to Type 1
0 <
G S|
W
O

N_

o

o RECQL4 Mutation Negative (n=41) 4mm Type 1 RTS:

. I I S | E
< L | | ' |' il | | L | - No RECQL4 mutations
0 10 20 30 40 50 60

Ages in years

» Useful for doctors and genetic counselors
Lu, Adv Exp Med Biol 2014



4: Determining |
iIng If RECQL4 mutati
| u
correla;e with other features oftEI?\’“TOSn'S
keletal (bone) defects |

Skeletal defec
ts correlate wit
Skeletal surveys are useful h RECQL4 mutations

hic Abnorma|ities in
Rothmund-Thomson Syndrome and

Genotype-Phenotype Correlation
with RECQL4 Mutation Status

Radiograp

and 10 022

Amy R Meho jin-Ray
Claudia A Kazinet?’
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a4 with RTS e s e

Alan £ Schies nge'
R, Paul Guillerman RECQLA geov
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Lisa L Wang®
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5: Managing osteosarcoma in RTS

VOLUME 26

JOURNAL OF CLINICAL ONCOLOGY
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Are RTS patients more sensitive to

. ?
DNA-damaging agents”
TORIGINAL INVESTIGATION —

Scnsilivit_v of Rl'.'('()l.-l-(k-ﬁcicm fibroblasts from
Rnthmuml-'l'lmmsnn syndrome Patients to genotoxic agents

\\rnlunu Jin - Haa | u-y lqun Zhang -
Subiendu K. Otta  Shuron . Plon « Lisw 1. w any

Recvived & April 200w Accepred 10 May M8
O Speinger Verkay 200k
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/. Modeling RTS in the lab for basic

sclence research

(1
ORIGINAL ARTICLE JBMR

RECQL4 Regulates p53 Function In Vivo
During skeletogenesis

A

Linchao Lu,' Karine Harutyunyan,' Weidong Jin,' Jianhong Wwu,' Tao Yang,’ Yuqing Chen,”
Kyu Sang Joeng,' Yangjin Bae,’ Jianning Tao,’ Brian C Dawson,** Ming-Ming Jiang,** Brendan Lee, ™
and Lisa L Wang'

exas Children's Cances Centet, Department of Pediatrics, Houston, ™, USA

Center for Skeletal Diseases and Tumor Metastasis, Van Andel Research Institute, Grand Rapids, M1 49503, USA

‘Department of Molecular and Human Genetics, Baylor College of Medicine Houston, TX, USA
‘Howard Hughes Medical Institute, Houston, X, USA

ABSTRACT

RECQ DNA helicases play critical roles in maintaining genomic stability, but thelr role in development has been less well studied.

Rothmund-Thomson syndrome, RAPADILINO, and Baller-Gerold syndrome are rare genetic disorders caused by mutations

RECQL4 gene. These patients have significant skeletal developmental abnormalities including radial ray, limb and craniofacial
defects. To investigate the role of Recql4 in the developing skeletal system, we generated Recqld conditional knockout mice
targeting the skeletal lineage. Inactivation of Recql4 using the Prx1-Cre transgene led to limb abnormalities and Craniosynostosis
mimicking the major pone findings in human RECQL4 patients. These Prx l-Cre';Rech“ mice as well as Col)a)-(re’;Rcch"‘“ mice

exhibited growth plate defects and an increased p53 response in affected tissues. Inactivation of Trp53 in these Recqld mutants
R //./ .- RSN i

—————— /’/-——‘_._‘__.‘

’
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8: Do RTS patients have altered bone
metabolism?

Miman Molersder &

o esterar Gevetex, 2017, Ve e
fm 20109 g iade 17y
e T —

ORIGINAL ARTICLE

Generalized metabolic bone disease and fracture risk in
Rothmund-Thomson syndrome

Felicia Cao'*! Linchan I3t

Allison TamS 1 nchao Lu™', Steven A. Abrams* Keli M. Hawthorne*

‘.74‘”—“— :‘Y‘xr_._-_‘ - e =%, < “ aa 2y 10TNE d

Lo am, Weidong Jin®, Brian Dawson® Roman Shypailo® w- 4

B8rendan LE’;‘\ Si:!l:]t-&}' CS. N: ; Sas ' Hell olypallo, Hao Liu’,
= - INagamam™™* and Lisa L. Wang38+4

T — ‘5
nerdepartmental Progamin T 2 -
TOSam i Tansistonal T 2
SR bonal Bolopy d Molecy i _
=is vepErTnent of Pedistrirs Cres e IRl
ror &) B TEe O drns
S Itn X35 3 A
T i X N Fes
=14t [ Ay —
-— os s eRe o
" STl
.
Abstract
thenund T
e ¥ ok fan

Some RTS patients have decreased bone mineral density (osteoporosis)
and may need monitoring (DXA scans).
2017



9. Finding a cause for Type 1 RTS

Mease cite this article in press as: Ajeawung et al., Mutations in ANAINCT, Encoding a Scaffold Subunit of the Anaphase-Promoting Complex, :
Cause Rothmund-Th., The American Journal of Human Genetics (2019), https://doi.org/10.1016/].ajhg 2019.06.011

REPORT

Mutations in ANAPCI, Encoding a Scaffold Subunit
of the Anaphase-Promoting Complex, Cause
Rothmund-Thomson Syndrome Type 1

Nomert E Ajeawung.'* Thi Tuvet Mai Nguven,'* Linchao Lu,?* Thomas ]. Kucharski,'
Justine Rousseau,! Sirinart Molidperee,’ Joshua Atienza,' Isabel Gamache,' Weidong Jin,2
Sharon E. Plon,** Brendan H. Lee,? Jose G. Teodoro,” Lisa L. Wang,”* and Philippe M. Campeau’.>*

5 Rothmund-Thomson syndrome (R15) is an autosomal-recessive disorder characterized by poikilodenma, sparse hair, shornt stature, and
skeletal anomalies. Type 2 RTS, which is defined by the presence of bi-allelic mutations in RECQLS, is characterized by increased cancer
susceptibility and skeletal anomalics, whereas the genetic basis of RTS type 1, which is associated with juvenile cataracts, is unknown. We
studied ten individuals, from seven familics, who had RTS type 1 and identified a deep intronic spiicdng mutation of the ANAPCH gene. a
component of the anaphase-promoting complex/cvdosome (APC/C), in all affected mdividuals, cither in the homaeygous state or in
trans with another mutation. Fibeoblast studies showed that the intronic mutation causes the activation of a 95 bp pseudoexon, leading
to mRNAs with premature termination codons and nonsense-mediated decay, deareased ANAPCT protein levels, and prolongation of
interphase. Interestingly, mice that were heterozygous for a knockout mutation have an inaeassed incidence of cataracts. Our resuits
demonstrate that deficiency in the AINC/C is a cause of RTS type 1 and suggest a possible link between the APC/C and RECOLA helicase
because both proteins are involved in DNA repair and repliGtion.

Analysis of the dinical and molecular features of individ-  ancestry. All individuals presented with cdlassical RTS
uals with Rothmund-Thomson syndrome (RTS [MIM: type 1 features, including poikiloderma, abnormal hair
268400)), including assessing the prevalence of osteosar-  and nails, bilateral juvenile cataracts, and an absence of
coma and the mutational status of the RECQLY gene RECQLY4 mutations (see Table 1 and Figure 1A for photos
(MIM: 603780), resulted in the definition of two distinct  and Figure 1B for pedigrees). Additional features in our

* Mutations in ANAPC1 identified in 10/18 subjects (7/14 families) with Type 1 RTS
 Correlation with juvenile cataracts
* Helpful in diagnosing, managing and counseling patients 2019
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Summary

Clinical characteristics

Rothmund-Thomson syndrome (RTS) is characterized by a rash that progresses to poikiloderma; sparse hair,
eyelashes, and/or eyebrows; small size; skeletal and dental abnormalities; juvenile cataracts; and an increased risk
for cancer, especially osteosarcoma. A variety of benign and malignant hematologic abnormalities have been
reported in affected individuals. The rash of RTS typically develops between ages three and six months
(occasionally as late as age two years) as erythema, swelling, and blistering on the face, subsequently spreading to
the buttocks and extremities. The rash evolves over months to years into the chronic pattern of reticulated hypo-
and hyperpigmentation, telangiectasias, and punctate atrophy (collectively known as poikiloderma) that persist
throughout life. Hyperkeratotic lesions occur in approximately one third of individuals. Skeletal abnormalities
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RTS Registry

* Information entered into database
* Yearly recontact

* Allows researchers to

» describe the natural history of RTS

e understand the full clinical manifestations in RTS
patients and their family members

* |dentify new areas of research study
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Demographics of RTS Subjects
White, not of Asian or Blna;:tk, Mixed
Hispanic Hispanic Pacific Hispanic Race Unknown TOTAL
Origin Islander Or[i)gin

Female | 46 (30.2%) | 12 (7.8%) 5 (3.2%) 0 3(1.9%) | 1 (0.6%) 67 (44%)
Male 54 (35.5%) | 22 (14.4%) | 7 (4.6%) | 2 (1.3%) o) 0 85 (55.9%)
TOTAL | 100 (65.7%) | 34 (22.3%) | 12 (7.8%) | 2 (1.3%) | 3 (1.9%) | 1 (0.6%) | 152 (100%)

\\\_,// Baylor

College of

Texas Children’s Cancer

and Hematology

Centers

Baylor College of Medicine Study, August 2022

Medicine




Enrollment of RTS Families

&

Male | 85 90 32 A -
Female| 67 104 | 40 11 .
TOTAL| 152 | 194 | 72 15 | aa3

Texas Children’s Cancer
and [Hematology Centers

Baylor College of Medicine Study, August 2022

Baylor

College of
Medicine




Biologic Samples from RTS Families

Probands DNA LCLs Fibroblasts
152 115 90 65
Relatives DNA LCLs Fibroblasts
278 177 160 100
7
1.(,_mch§;/,,/.s(mr Baylor College of Medicine Study, August 2022 Baylor

: College ol
and Hematology Centers =

Medicine




Key points

Why it is important to work together as a team

* Recognition of RTS as underlying genetic disorder
* Delivery of all therapy
e Recognition of the cancer risk — multiple primary cancers

* Modification of treatment according to specific situation
(IE/MTX, XRT)

* Understanding of the biology to look for targeted
therapies



Questions to ask your oncologist

What type of cancer is it? (copy of pathology report)

How much experience do you have treating this type of cancer? How
much experience do you have treating cancer in a patient with Bsyn?

Are there any targeted or personalized therapies available?

Should | get a second opinion?
What are the risks/benefits of each treatment option?

How can | manage potential side effects?
Contact BSR and BSA



How to get involved

* All new patients with Bloom Syndrome registered through the Registry

* Let the BSR know any health updates
* Annual questionnaire

e Samples
* Serial blood samples
* Tumor samples- contact Registry as early as possible

* Treatment roadmaps
* Documentation of side effects
e Qutcomes

* Ongoing research studies at UCLA focusing on blood cancers
e Contact Vivian Y. Chang vchang@mednet.ucla.edu



mailto:vchang@mednet.ucla.edu
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