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WHAT Is SiLver RusseLL SYNDROME AND WHAT ARE ITs SyMpPToMs AND CHARACTERISTICS?

SILVER RUSSELL SYNDROME (SRS), ALSO KNOWN AS RUSSELL-SILVER SYNDROME, IS A RARE GENETIC DISORDER CHARACTERIZED
BY DISTINCTIVE PHYSICAL FEATURES, GROW TH DELAYS, AND VARIOUS HEALTH CHALLENGES. ALTHOUGH IT AFFECTS
INDIVIDUALS DIFFERENTLY, UNDERSTANDING ITS CORE SYMPTOMS AND CHARACTERISTICS CAN HELP IN EARLY DIAGNOSIS AND
MANAGEMENT. THIS COMPREHENSIVE GUIDE EXPLORES THE CAUSES, SYMPTOMS, DIAGNOSTIC PROCESS, AND TREATMENT OPTIONS
FOR SILVER RUSSELL SYNDROME, PROVIDING VALUABLE INSIGHTS FOR PATIENTS, CAREGIVERS, AND HEALTHCARE PROFESSIONALS
ALIKE.

UNDERSTANDING SILVER RUSSELL S'YNDROME

DerINITION AND OVERVIEW

SILVER RUSSELL SYNDROME IS A CONGENITAL CONDITION THAT PRIMARILY IMPACTS GROWTH AND DEVELOPMENT. |T IS
CLASSIFIED AS A GROWTH RETARDATION SYNDROME, MEANING AFFECTED INDIVIDUALS TYPICALLY EXHIBIT SIGNIFICANTLY
BELOW-AVERAGE HEIGHT AND WEIGHT FOR THEIR AGE. THE SYNDROME WAS FIRST DESCRIBED BY DR. HENRY SILVER AND DR.
ALEXANDER RUSSELL IN THE 1950S, LEADING TO ITS EPONYMOUS NAME.

SRS Is A SPORADIC DISORDER, MEANING IT USUALLY OCCURS RANDOMLY AND IS NOT INHERITED IN MOST CASES. HO\X/EVEE,
CERTAIN GENETIC AND EPIGENETIC FACTORS ARE ASSOCIATED WITH ITS MANIFESTATION.

PREVALENCE AND EPIDEMIOLOGY

- ESTIMATED INCIDENCE: APPROXIMATELY 1IN 75,000 To 100,000 LIVE BIRTHS
- SLIGHTLY MORE COMMON IN FEMALES THAN MALES
- NO SPECIFIC RACIAL OR ETHNIC PREDILECTION HAS BEEN ESTABLISHED

W/HILE RARE, AW ARENESS OF SILVER RUSSELL SYNDROME IS CRUCIAL BECAUSE EARLY INTERVENTION CAN SIGNIFICANTLY
IMPROVE QUALITY OF LIFE.

CAuUses AND GENETIC FACTORS

GENETIC AND EPIGENETIC BASIS

THE EXACT CAUSE OF SRS REMAINS UNKNOWN IN SOME CASES, BUT RESEARCH HAS IDENTIFIED SEVERAL GENETIC AND EPIGENETIC
ABNORMALITIES LINKED TO THE SYNDROME:

- IMPRINTING DEFECTS: MOST CASES INVOLVE ABNORMAL REGULATION OF GENES ON CHROMOSOME 1 1P 15.5, AFFECTING

GROW TH-PROMOTING GENES.

- MATERNAL UNIPARENTAL DISOMY (UPD) OF CHROMOSOME 7: IN SOME CASES, BOTH COPIES OF CHROMOSOME 7 ARE INHERITED
FROM THE MOTHER INSTEAD OF ONE FROM EACH PARENT.

- OTHER GENETIC MUTATIONS: LESS COMMONLY, MUTATIONS IN SPECIFIC GENES MAY BE INVOLVED.



How THese FACToOrs AFFECT GROWTH

THESE GENETIC ANOMALIES INTERFERE WITH NORMAL GROW TH SIGNALING PATHWAYS, LEADING TO:

- INTRAUTERINE GROWTH ReSTRICTION (IUGR)
- POSTNATAL GROWTH FAILURE
- CHARACTERISTIC PHYSICAL FEATURES

SyMPTOMS AND CHARACTERISTICS OF SILVER RUSSELL SYNDROME

THE PRESENTATION OF SRS CAN VARY WIDELY AMONG INDIVIDUALS, BUT CERTAIN HALLMARK FEATURES ARE CONSISTENTLY
OBSERVED. RECOGNIZING THESE SIGNS IS ESSENTIAL FOR DIAGNOSIS.

PHYsicaL CHARACTERISTICS

- INTRAUTERINE GROW TH ResTRICTION (IUGR): SIGNIFICANTLY LOWER BIRTH WEIGHT AND LENGTH COMPARED TO PEERS
- PosTNATAL GROWTH DELAY: PERSISTENT SHORT STATURE THROUGHOUT CHILDHOOD
- ASYMMETRY: HEMIHYPOTROPHY (ONE SIDE OF THE BODY SMALLER THAN THE OTHER)

- FAcIAL FEATURES:

- TRIANGULAR FACE WITH A BROAD FOREHEAD

- SMALL, POINTED CHIN

- NARROW JAW

- SHORT, PROMINENT NECK

- SLIGHTLY DOWNW ARD-SLANTING PALPEBRAL FISSURES (EYE OPENINGS)

- DEPRESSED NASAL BRIDGE

- OTHER CRANIOFACIAL FEATURES:

- MICROGNATHIA (SMALL JAW)

- DENTAL ANOMALIES, INCLUDING DELAYED ERUPTION

OTHER CoMMON FEATURES

- FeepING DiFFICULTIES: OFTEN EVIDENT IN INFANCY, LEADING TO POOR WEIGHT GAIN
- LIMB ABNORMALITIES:

- SHORTENED LIMBS, ESPECIALLY THE LOWER LIMBS

- LIMB ASYMMETRY

- SKIN AND HAIR:

- MOTTLED SKIN PIGMENTATION

- SPARSE HAIR OR EYEBROWS

- GENITAL FEATURES:

- SMALL GENITALIA IN MALES

- DELAYED PUBERTY

ADDITIONAL HEALTH AND DEVELOPMENTAL ISSUES

- MILD TO MODERATE INTELLECTUAL DISABILITY IN SOME CASES
- FEEDING PROBLEMS IN INFANCY

- HyPoGLYCEMIA (LOW BLOOD SUGAR) IN EARLY LIFE

- SCOLIOSIS OR OTHER SKELETAL ANOMALIES

- HEARING IMPAIRMENTS OR RECURRENT EAR INFECTIONS



DIAGNOSING SILVER RUSSELL SYNDROME

CLINICAL EVALUATION
DIAGNOSIS PRIMARILY RELIES ON CLINICAL CRITERIA, INCLUDING PHYSICAL FEATURES AND GROWTH PATTERNS. HEALTHCARE

PROVIDERS LOOK FOR:

- SIGNIFICANT INTRAUTERINE AND POSTNATAL GROW TH FAILURE
- CHARACTERISTIC FACIAL FEATURES

- LIMB ASYMMETRY

- FEEDING DIFFICULTIES

GENETIC TESTING

W/HILE CLINICAL FEATURES ARE PIVOTAL, GENETIC TESTING CAN CONFIRM DIAGNOSIS!

- METHYLATION STUDIES ON CHROMOSOME 11pP15.5
- UNIPARENTAL DISOMY TESTING FOR CHROMOSOME 7
- ADDITIONAL GENETIC PANELS AS NEEDED

HO\X/EVER/ SOME CASES REMAIN GENETICALLY UNCONFIRMED, EMPHASIZING THE IMPORTANCE OF CLINICAL JUDGMENT.

DiFrerenTIAL DIAGNOSIS
SRS SHARES FEATURES WITH OTHER GROWTH DISORDERS, SUCH AS:
- NOONAN SYNDROME

- PRIMORDIAL DW ARFISM
- CONGENITAL HYPOPITUITARISM

ACCURATE DIAGNOSIS REQUIRES COMPREHENSIVE EVALUATION TO DISTINGUISH SRS FROM THESE CONDITIONS.

MANAGEMENT AND TREATMENT OF SILVER RUSSELL SYNDROME

MULTIDISCIPLINARY APPROACH

SINCE SRS AFFECTS MULTIPLE ASPECTS OF HEALTH, MANAGEMENT INVOLVES VARIOUS SPECIALISTS:

- PeEDIATRICIANS

- ENDOCRINOLOGISTS

- NUTRITIONISTS

- SPEECH AND OCCUPATIONAL THERAPISTS
- ORTHOPEDIC SURGEONS

GROWTH PROMOTION STRATEGIES

- NUTRITIONAL SUPPORT: ENSURING ADEQUATE CALORIC INTAKE TO PROMOTE GROW TH
- GROWTH HORMONE THERAPY: APPROVED IN MANY COUNTRIES TO IMPROVE HEIGHT OUTCOMES
- MONITORING AND ADJUSTING TREATMENT: REGULAR ASSESSMENTS TO OPTIMIZE GROW TH POTENTIAL



ADDRESSING DEVELOPMENTAL AND BEHAVIORAL NEEDS

- EARLY INTERVENTION PROGRAMS FOR SPEECH, MOTOR SKILLS, AND COGNITIVE DEVELOPMENT
- SUPPORT FOR FEEDING DIFFICULTIES, INCLUDING SPECIALIZED FEEDING TECHNIQUES OR INTERVENTIONS

MANAGING OTHER HEALTH CONCERNS

- CORRECTIVE SURGERY FOR LIMB ASYMMETRY OR SKELETAL ANOMALIES
- DENTAL CARE FOR DENTAL ANOMALIES
- REGULAR SCREENING FOR HEARING ISSUES

PROGNOSIS AND LIFE EXPECTANCY

WHILE SILVER RUSSELL SYNDROME IS A LIFELONG CONDITION, WITH APPROPRIATE MANAGEMENT, INDIVIDUALS CAN LEAD
FULFILLING LIVES. GROWTH MAY BE LIMITED DESPITE INTERVENTIONS, BUT IMPROVEMENTS IN QUALITY OF LIFE, NUTRITION, AND
DEVELOPMENTAL SUPPORT ARE ACHIEVABLE. MOST AFFECTED INDIVIDUALS HAVE NORMAL INTELLIGENCE, ALTHOUGH SOME MAY
EXPERIENCE MILD DEVELOPMENTAL DELAYS.

LIVING WITH SILVER RUSSELL SYNDROME

SUPPORT AND RESOURCES

- GENETIC COUNSELING FOR FAMILIES

- SUPPORT GROUPS AND ADVOCACY ORGANIZATIONS

- EDUCATIONAL RESOURCES FOR CAREGIVERS AND EDUCATORS

EMOTIONAL AND SociAL WELL-BEING
ENCOURAGING SELF-ESTEEM AND SOCIAL INTEGRATION IS VITAL, ESPECIALLY GIVEN THE PHYSICAL DIFFERENCES ASSOCIATED
WITH SRS.

CoNCLUSION

SILVER RUSSELL SYNDROME IS A COMPLEX GENETIC DISORDER MARKED BY DISTINCTIVE PHYSICAL FEATURES, GROWTH DELAYS,
AND DEVELOPMENTAL CHALLENGES. RECOGNIZING ITS SYMPTOMS EARLY ENABLES TIMELY INTERVENTION, WHICH CAN
SIGNIFICANTLY INFLUENCE HEALTH OUTCOMES AND QUALITY OF LIFE. ONGOING RESEARCH CONTINUES TO SHED LIGHT ON ITS
GENETIC UNDERPINNINGS, PAVING THE WAY FOR MORE TARGETED THERAPIES IN THE FUTURE. IF YoU SUSPECT SRS IN A CHILD OR
ADULT, CONSULTATION WITH A HEALTHCARE PROFESSIONAL EXPERIENCED IN GENETIC AND GROW TH DISORDERS IS ESSENTIAL FOR
ACCURATE DIAGNOSIS AND PERSONALIZED CARE PLANNING.

REMEMBER: EVERY INDIVIDUAL WITH SILVER RUSSELL SYNDROME IS UNIQUE. PERSONALIZED MANAGEMENT AND SUPPORTIVE CARE
ARE KEY TO HELPING AFFECTED INDIVIDUALS REACH THEIR FULL POTENTIAL.

FREQUENTLY AskeD QUESTIONS

WHAT IS SILVER RUSSELL SYNDROME AND HOW IS IT DIAGNOSED?

SILVER RUSSELL SYNDROME (SRS) IS A RARE GENETIC DISORDER CHARACTERIZED BY GROWTH RETARDATION, DISTINCTIVE
FACIAL FEATURES, AND ASYMMETRY. DIAGNOSIS IS BASED ON CLINICAL CRITERIA, INCLUDING GROWTH PATTERNS, FACIAL
FEATURES, AND GENETIC TESTING TO IDENTIFY SPECIFIC CHROMOSOMAL ABNORMALITIES OR EPIGENETIC CHANGES ASSOCIATED



WITH THE SYNDROME.

\WHAT ARE THE COMMON PHYSICAL CHARACTERISTICS OF SILVER RUSSELL SYNDROME?

COMMON PHYSICAL FEATURES INCLUDE A SMALL TRIANGULAR FACE, PROMINENT FOREHEAD, A FLATTENED NASAL BRIDGE, A THIN
UPPER LIP, ASYMMETRICAL LIMB GROWTH, AND A DISPROPORTIONATELY SMALL BODY COMPARED TO HEAD SIZE. MANY
INDIVIDUALS ALSO EXHIBIT CLINODACTYLY AND A PROMINENT JAW.

\WHAT ARE THE MAIN SYMPTOMS ASSOCIATED WITH SILVER RUSSELL S'YNDROME?

SYMPTOMS TYPICALLY INCLUDE SEVERE GROWTH RETARDATION, FEEDING DIFFICULTIES IN INFANCY , LOW MUSCLE TONE
(HYPOTONIA), LIMB ASYMMETRY, AND LEARNING DIFFICULTIES. SOME INDIVIDUALS MAY ALSO EXPERIENCE DELAYED PUBERTY AND
METABOLIC ISSUES LIKE HYPOGLYCEMIA.

ARE THERE ANY SPECIFIC GENETIC CAUSES LINKED TO SILVER RUSSELL S'YNDROME?

YES, MOST CASES OF SRS ARE LINKED TO GENETIC ABNORMALITIES SUCH AS LOSS OF METHYLATION ON CHROMOSOME 11P 15
OR MATERNAL UNIPARENTAL DISOMY OF CHROMOSOME /. THESE GENETIC CHANGES AFFECT GROWTH REGULATION MECHANISMS IN
THE BODY.

CAN SILVER RUSSELL SYNDROME BE TREATED OR MANAGED EFFECTIVELY?

W/HILE THERE IS NO CURE FOR SRS, MANAGEMENT FOCUSES ON ADDRESSING GROWTH ISSUES WITH GROWTH HORMONE THERAPY,
NUTRITIONAL SUPPORT, PHYSICAL THERAPY TO IMPROVE MUSCLE TONE, AND EDUCATIONAL SUPPORT FOR DEVELOPMENTAL
DELAYS. EARLY INTERVENTION CAN IMPROVE QUALITY OF LIFE.

Is SiILVER RUSSELL SYNDROME ASSOCIATED WITH ANY LONG-TERM HEALTH RISKS?

INDIVIDUALS WITH SRS MAY FACE ONGOING CHALLENGES SUCH AS PERSISTENT GROWTH DEFICIENCY, LEARNING DISABILITIES, AND
METABOLIC PROBLEMS. REGULAR MEDICAL FOLLOW-UP IS IMPORTANT TO MONITOR AND MANAGE POTENTIAL COMPLICATIONS
EFFECTIVELY.

ADDITIONAL RESOURCES

SiLvEr-RUsSELL SynoroMEe (SRS): AN IN-DEPTH EXPLORATION OF ITS SYMPTOMS AND CHARACTERISTICS

SiLVER-RUSSELL SYNDROME (SRS) IS A RARE GENETIC DISORDER THAT PRESENTS A COMPLEX ARRAY OF PHYSICAL, GROWTH,
AND DEVELOPMENTAL FEATURES. AS A CONDITION THAT OFTEN CONFOUNDS BOTH CLINICIANS AND FAMILIES ALIKE,
UNDERSTANDING ITS NUANCES IS ESSENTIAL FOR ACCURATE DIAGNOSIS, MANAGEMENT, AND SUPPORT. IN THIS COMPREHENSIVE
REVIEW, WE WILL DELVE INTO WHAT SILVER-RUSSELL SYNDROME IS, ITS UNDERLYING CAUSES, CHARACTERISTIC SIGNS, AND THE
IMPLICATIONS IT CARRIES FOR AFFECTED INDIVIDUALS.

UNDERSTANDING SILVER-RUSSELL SYNDROME: AN OVERVIEW

DEFINITION AND EPIDEMIOLOGY

SILVER-RUSSELL SYNDROME IS A CONGENITAL DISORDER CHARACTERIZED PRIMARILY BY INTRAUTERINE GROWTH RESTRICTION
(IUGR), MEANING AFFECTED INDIVIDUALS ARE NOTABLY SMALL AT BIRTH. THE SYNDROME IS CLASSIFIED AS A RARE GENETIC
CONDITION, WITH AN ESTIMATED PREVALENCE OF APPROXIMATELY 1IN 30,000 To 100,000 LIVE BIRTHS. IT AFFECTS MALES
AND FEMALES EQUALLY ACROSS VARIOUS POPULATIONS, ALTHOUGH ITS PRESENTATION CAN VARY.



HisToricaL CONTEXT

FIRST IDENTIFIED INDEPENDENTLY BY DR. HENRY SILVER IN 1953 AND DR. BERTRAND RUSSELL IN 1954, SRS WAS INITIALLY
DESCRIBED BASED ON CLINICAL FEATURES RELATED TO GROWTH FAILURE AND DISTINCTIVE FACIAL CHARACTERISTICS. OVER TIME
ADVANCES IN GENETICS HAVE ELUCIDATED SOME OF THE MOLECULAR MECHANISMS UNDERLYING THE SYNDROME, THOUGH MANY
CASES STILL LACK A DEFINITIVE GENETIC MARKER.

/

ETioLoGY AND GENETIC BAsIs

SILVER-RUSSELL SYNDROME IS PRIMARILY A GENETIC DISORDER ROOTED IN EPIGENETIC ABNORMALITIES—CHANGES IN GENE
EXPRESSION NOT INVOLVING ALTERATIONS IN THE DNA SEQUENCE ITSELF. THE MOST COMMON GENETIC CAUSES INCLUDE:

- LoSS OF METHYLATION ON THE PATERNAL 11pP15.5 ReGloN (~35-60% oF CASES): THIS AFFECTS THE REGULATION OF
GENES INVOLVED IN GROWTH, NOTABLY THE IGF2 GENE.

- MATERNAL UNIPARENTAL DISOMY OF CHRoMoSoME 7 (UPD(7)IMAT) (~5-10%): BOTH COPIES OF CHROMOSOME 7 ARE
INHERITED FROM THE MOTHER, AFFECTING GENE EXPRESSION.

- OTHER LESS COMMON CHROMOSOMAL ABNORMALITIES: SUCH AS DUPLICATIONS OR DELETIONS.

DESPITE THESE KNOWN GENETIC FACTORS, A SIGNIFICANT PROPORTION OF CASES REMAIN IDIOPATHIC, INDICATING THAT
ADDITIONAL GENETIC OR EPIGENETIC FACTORS MAY BE INVOLVED.

Core SYMPTOMS AND CHARACTERISTICS OF SILVER-RUSSELL SYNDROME

THE HALLMARK OF SRS LIES IN ITS CONSTELLATION OF PHYSICAL AND DEVELOPMENTAL FEATURES. WHILE NOT ALL INDIVIDUALS
EXHIBIT EVERY TRAIT, CERTAIN SIGNS ARE CONSIDERED DIAGNOSTIC OR HIGHLY SUGGESTIVE.

1. GROWTH FAILURE AND SHORT STATURE

INTRAUTERINE GROW TH ResTrICTION (IUGR):
MOST INFANTS WITH SRS ARE MARKEDLY SMALL AT BIRTH, OFTEN BELOW THE STH PERCENTILE FOR WEIGHT AND LENGTH. IUGR
IS TYPICALLY SYMMETRICAL, MEANING THE ENTIRE BODY IS PROPORTIONALLY SMALL.

PosTNATAL GROWTH DELAY:

AFTER BIRTH, AFFECTED CHILDREN EXPERIENCE PERSISTENT GROWTH RETARDATION, OFTEN FAILING TO REACH NORMAL HEIGHT
MILESTONES. MANY REMAIN SIGNIFICANTLY SHORTER THAN THEIR PEERS INTO ADULTHOOD, WITH ADULT HEIGHTS OFTEN BELOW
THE 3RD PERCENTILE.

IMPLICATIONS:

GROWTH FAILURE IS THE DEFINING FEATURE OF SRS AND NECESSITATES EARLY DIAGNOSIS AND INTERVENTION, INCLUDING
GROWTH HORMONE THERAPY IN MANY CASES.

2. DisTINCTIVE FACIAL FEATURES

FACIAL CHARACTERISTICS ARE PROMINENT AND CONTRIBUTE TO THE SYNDROME’S RECOGNIZABLE APPEARANCE. THEY INCLUDE:

- TRIANGULAR FACE:
A BROAD FOREHEAD TAPERING TO A NARROW CHIN GIVES A CHARACTERISTIC TRIANGULAR FACIAL SHAPE.

- FRONTAL BossING:
PROMINENT, PROTRUDING FOREHEAD.



- LOW-SET OR POSTERIORLY ROTATED EARS:
EARS THAT APPEAR LOWER OR ROTATED BACKW ARDS.

- SMALL, THIN, OR FISSURED LIPS:
PARTICULARLY A PROMINENT CUPID'S BOW AND A THIN UPPER LIP.

- MICROGNATHIA (SMALL JAW ):
CONTRIBUTING TO THE FACIAL PROFILE.

- ASYMMETRY:
SOME INDIVIDUALS SHOW HEMIHYPOPLASIA OR FACIAL ASYMMETRY.

THESE FACIAL FEATURES, ESPECIALLY WHEN COMBINED WITH GROWTH FAILURE, ARE KEY CLUES FOR CLINICIANS.

3. SKELETAL AND LIMB ABNORMALITIES

- PROPORTIONAL SHORT STATURE:
THE LIMBS ARE PROPORTIONALLY SMALL, ALTHOUGH LIMB LENGTH MAY BE SLIGHTLY MORE AFFECTED THAN TRUNK LENGTH.

- CLINODACTYLY:
CURVED OR BENT FIFTH FINGERS.

- FRONTAL BOSSING AND A PROMINENT OCCIPUT:
NOTED IN SOME CASES.

- REDUNDANT SKIN OR “PUFFY” HANDS AND FEET:
DUE TO TISSUE UNDERDEVELOPMENT OR EDEMA.

4. FEEDING DIFFICULTIES AND GASTROINTESTINAL ISSUES

MANY INFANTS WITH SRS EXHIBIT:

- POOR FEEDING AND RELUCTANCE TO EAT:
LEADING TO FURTHER GROW TH CONCERNS.

- GASTROESOPHAGEAL REFLUX:
CONTRIBUTING TO FEEDING DIFFICULTIES.

- HyPoGLYCEMIA:
LowW BLOOD SUGAR LEVELS, ESPECIALLY IN INFANCY.

THESE CHALLENGES OFTEN REQUIRE NUTRITIONAL SUPPORT AND MONITORING.

5. DEVELOPMENTAL AND NEUROCOGNITIVE FEATURES

W/HILE INTELLIGENCE IS TYPICALLY NORMAL, SOME CHILDREN MAY EXPERIENCE:

- DELAYED MOTOR MILESTONES:
SUCH AS SITTING UP OR WALKING.

- LEARNING DIFFICULTIES:
MiLd TO MODERATE, OFTEN RELATED TO SPEECH OR COORDINATION.



- BEHAVIORAL CONCERNS:
SUCH AS ATTENTION DEFICITS OR SOCIAL DIFFICULTIES, THOUGH NOT UNIVERSALLY PRESENT.

EARLY INTERVENTION AND SUPPORTIVE THERAPIES ARE CRUCIAL TO OPTIMIZE DEVELOPMENT.

6. OTHER ASSOCIATED FEATURES

- SCOLIOSIS OR OTHER SKELETAL ANOMALIES:
CURVATURE OF THE SPINE CAN DEVELOP OVER TIME.

- GENITAL ANOMALIES:
IN SOME MALES, UNDESCENDED TESTES MAY BE NOTED.

- SKIN ABNORMALITIES:
SUCH AS HYPERPIGMENTATION OR DERMAL HYPOPLASIA.

DIAGNOSIS: RECOGNIZING THE SYNDROME

DIAGNOSIS OF SILVER-RUSSELL SYNDROME RELIES ON A COMBINATION OF CLINICAL FEATURES, GROWTH HISTORY, AND
LABORATORY INVESTIGATIONS.

CLiNnicaL CRITERIA

CLINICIANS OFTEN USE ESTABLISHED DIAGNOSTIC SCORING SYSTEMS—FOR EXAMPLE, THE NETCHINE-HARBISON CLINICAL SCORING
SYSTEM—THAT CONSIDER FACTORS LIKE:

- SMALL FOR GESTATIONAL AGE (SGA) AT BIRTH
- POSTNATAL GROWTH FAILURE

- RELATIVE MACROCEPHALY AT BIRTH

- PROMINENT FOREHEAD

- Boby ASYMMETRY

- FEEDING DIFFICULTIES

GENETIC TESTING

W/HILE CLINICAL FEATURES ARE PARAMOUNT, GENETIC TESTING CAN SUPPORT DIAGNOSIS:

- METHYLATION ANALYSIS OF 11P15.5:
T o DETECT EPIGENETIC ABNORMALITIES.

- UNIPARENTAL DISOMY TESTING:
To penTiFy UPD(7 )MAT.

- CHROMOSOMAL MICROARRAY:
TO IDENTIFY STRUCTURAL ABNORMALITIES.

HO\X/EVER/ A NEGATIVE GENETIC TEST DOES NOT EXCLUDE SRSI AS MANY CASES ARE DIAGNOSED BASED ON CLINICAL FEATURES
ALONE.

DIFFERENTIAL DIAGNOSIS

SRS MUST BE DIFFERENTIATED FROM OTHER CAUSES OF GROW TH FAILURE, SUCH AS!



- CONSTITUTIONAL GROWTH DELAY
- OTHER SYNDROMES LIKE BLoOOM SYNDROME, RUSSELL-SILVER SYNDROME MIMICS
- MATERNAL MALNUTRITION OR PLACENTAL INSUFFICIENCY

MANAGEMENT AND PROGNOSIS

MULTIDISCIPLINARY APPROACH

GIVEN THE COMPLEXITY OF SILVER-RUSSELL SYNDROME, MANAGEMENT INVOLVES A TEAM OF SPECIALISTS, INCLUDING PEDIATRIC
ENDOCRINOLOGISTS, NUTRITIONISTS, SPEECH THERAPISTS, PHYSIOTHERAPISTS, AND PSYCHOLOGISTS.

GrROWTH HORMONE THERAPY

- WIDELY USED TO PROMOTE LINEAR GROW TH.
- CAN IMPROVE FINAL ADULT HEIGHT.
- REQUIRES CAREFUL MONITORING FOR SIDE EFFECTS.

NUTRITIONAL SUPPORT

- ADDRESS FEEDING DIFFICULTIES WITH SPECIALIZED FEEDING STRATEGIES OR SUPPLEMENTS.
- MONITOR BLOOD SUGAR LEVELS TO PREVENT HYPOGLYCEMIA.

DEVELOPMENTAL SUPPORT

- EARLY INTERVENTION PROGRAMS.
- SPEECH AND OCCUPATIONAL THERAPY.

LoNG-TErRM OUTLOOK

W/HILE GROWTH CAN BE IMPROVED WITH TREATMENT, AFFECTED INDIVIDUALS OFTEN FACE PERSISTENT SHORT STATURE.
NONETHELESS, WITH PROPER MANAGEMENT , MANY LEAD HEALTHY, PRODUCTIVE LIVES. THE PROGNOSIS VARIES DEPENDING ON THE
SEVERITY OF SYMPTOMS AND ASSOCIATED COMPLICATIONS.

CoNCLUSION; RECOGNIZING AND SUPPORTING INDIVIDUALS WITH SILVER-
RUSSELL SYNDROME

SILVER-RUSSELL SYNDROME REMAINS A COMPLEX, MULTIFACETED DISORDER THAT CHALLENGES CLINICIANS AND FAMILIES ALIKE.
|TS HALLMARK FEATURES—PERSISTENT GROWTH FAILURE, DISTINCTIVE FACIAL FEATURES, AND LIMB ASYMMETRY —SERVE AS
VITAL CLUES FOR DIAGNOSIS. ADVANCES IN GENETIC AND EPIGENETIC RESEARCH HAVE SHED LIGHT ON ITS UNDERLYING
MECHANISMS, ENABLING MORE PRECISE DIAGNOSIS AND TARGETED THERAPIES.

EARLY RECOGNITION IS CRITICAL TO OPTIMIZE GROWTH AND DEVELOPMENT OUTCOMES. A COMPREHENSIVE, INDIVIDUALIZED
APPROACH—INCLUDING GROWTH HORMONE THERAPY, NUTRITIONAL SUPPORT, AND DEVELOPMENTAL INTERVENTIONS—CAN
SIGNIFICANTLY IMPROVE QUALITY OF LIFE. AS RESEARCH CONTINUES, A DEEPER UNDERSTANDING OF SILVER-RUSSELL SYNDROME
PROMISES TO ENHANCE MANAGEMENT STRATEGIES AND FOSTER HOPE FOR AFFECTED INDIVIDUALS AND THEIR FAMILIES.

IN SUMMARY, SILVER-RUSSELL SYNDROME EXEMPLIFIES THE IMPORTANCE OF INTEGRATING CLINICAL ACUMEN WITH GENETIC
INSIGHTS TO ACCURATELY IDENTIFY AND SUPPORT INDIVIDUALS WITH COMPLEX SYNDROMES. |TS CHARACTERISTIC
PRESENTATION, THOUGH VARIABLE, PROVIDES A ROADMAP FOR TIMELY DIAGNOSIS AND HOLISTIC CARE.
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