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Are there symptoms of mania or hypomania
(abnormally elevated mood)?

Yes i ‘LNO

Are criteria for mania met? Are criteria for major depressive disorder met?
(Abnormally elevated mood of greater (At least 2 weeks of depressed mood or
than 1 week in duration, associated with irritability or loss of interest causing
grandiosity, impulsivity, excessive significant impairment with at least five
goal-directed activity, and decreased of the following: change in appetite,
need for sleep) change in sleep, fatigue or loss of energy,
| feelings of worthlessness or guilt, poor
concentration, psychomotor symptoms,
Yesi lNO thoughts of suicide)
| Bipolar | Disorderl Bipolar Il Disorder |
Substance-Induced Yes ¢No
Mood Disorder
Cyclothymia | Major Depressive Disorderl Is there substance use?

Substance-Induced Mood Disorder
Are there significant disruptive behaviors?
Disruptive Mood Dysregulation Disorder (DMDD)
Was there a recent death?
Bereavement
Was there a precipitating event?
Adjustment Disorder

Fig. 39.1 Evaluation of mood disorders. (From Kliegman RM, Lye, PS, Bordini BJ, et al., eds. Nelson Pediatric Symptom-Based
Diagnosis. Elsevier, 2018; Fig, 27.2, p. 426.)
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Table 39.1

A. Five (or more) of the following symptoms have been present
during the same 2-wk period and represent a change from previous
functioning; at least one of the symptoms is either (1) depressed
mood or (2) loss of interest or pleasure.

1. Depressed most of the day, nearly every day, as indicated by
either subjective report (e.g., feels sad, empty, hopeless) or
observation made by others (e.g., appears tearful).

Note: In children and adolescents, can be irritable mood.

1. Markedly diminished interest or pleasure in all, or almost all,
activities most of the day, nearly every day (as indicated by
either subjective account or observation).

2. Significant weight loss when not dieting or weight gain (e.g.,
a change of more than 5% of body weight in a month), or
decrease or increase in appetite nearly every day.

Note: In children, consider failure to make expected weight gain.
1. Insomnia or hypersomnia nearly every day.

2. Psychomotor agitation or retardation nearly every day
(observable by others, not merely subjective feelings of
restlessness or being slowed down).

3. Fatigue or loss of energy nearly every day.

\4d

DSM-5 Diagnostic Criteria for Major Depressive Episode

4. Feelings of worthlessness or excessive or inappropriate guilt
(which may be delusional) nearly every day (not merely
self-reproach or guilt about being sick).

5. Diminished ability to think or concentrate, or indecisiveness,
nearly every day (either by subjective account or as observed
by others).

6. Recurrent thoughts of death (not just fear of dying), recurrent
suicidal ideation without a specific plan, or a suicide attempt
or a specific plan for committing suicide.

B. The symptoms cause clinically significant distress or impairment in
social, occupational, or other important areas of functioning.

C. The episode is not attributable to the physiologic effects of a
substance or to another medical condition.

Note: Criteria A-C represent a major depressive episode.

D. The occurrence of the major depressive episode is not better
explained by schizoaffective disorder, schizophrenia, schizophreniform
disorder, delusional disorder, or other specified and unspecified
schizophrenia spectrum and other psychotic disorders.

E. There has never been a manic episode or a hypomanic episode.

From the Diagnostic and Statistical Manual of Mental Disorders, 5th ed. pp. 125-126. Copyright 2013. American Psychiatric Association.



EP Jrad
Section 42

< ghw JH>1
Oppositional Defiant Disorder

Jlio o Lacel o ((Oppositional Defiant Disorder) ODD

\2
lablie

251 48 wbse ol ol g yalss 3 4 a5 oS B b Jalas o a5 aibgmablie 15, /05 o0 35 /ot anle £ 050
D55 50 Oyg0 plre g (pally 508 e Gam @

il anils sgmg wilole 8 b o L, g5 F < sl wuls



RS
OB 295 50 Sy ¢lgy g Y 9Swlog s

Table 42.1 | DSM-5 Diagnostic Criteria for Oppositional
Defiant Disorder

A. A pattern of angry/irritable mood, argumentative/defiant behavior,
or vindictiveness lasting at least 6 mo as evidenced by at least four
symptoms from any of the following categories, and exhibited
during interaction with at least one individual who is not a sibling:

ANGRY/IRRITABLE MOOD
1. Often loses temper.
2. Is often touchy or easily annoyed.
3. lIs often angry and resentful.

ARGUMENTATIVE/DEFIANT BEHAVIOR
4. Often argues with authority figures or, for children and
adolescents, with adults.
5. Often actively defies or refuses to comply with requests from
authority figures or with rules.
6. Often deliberately annoys others.
7. Often blames others for his or her mistakes or misbehavior.

VINDICTIVENESS
8. Has been spiteful or vindictive at least twice within the past 6
mo.

Note: The persistence and frequency of these behaviors should be
used to distinguish a behavior that is within normal limits from a
behavior that is symptomatic. For children younger than 5 yr, the
behavior should occur on most days for a period of at least 6 mo
unless otherwise noted (Criterion A8). For individuals 5 yr or older,
the behavior should occur at least once per week for at least 6 mo,
unless otherwise noted (Criterion A8). Although these frequency
criteria provide guidance on a minimal level of frequency to define
symptoms, other factors should be considered, such as whether
the frequency and intensity of the behaviors are outside a range
that is normative for the individual’s developmental level, gender,
and culture.

B. The disturbance in behavior is associated with distress in the
individual or others in his or her immediate social context (e.g.,
family, peer group, work colleagues), or it impacts negatively on
social, educational, occupational, or other important areas of
functioning.

C. The behaviors do not occur exclusively during the course of a
psychotic, substance use, depressive, or bipolar disorder. Also, the
criteria are not met for disruptive mood dysregulation disorder.

From the Diagnostic and Statistical Manual of Mental Disorders, 5th ed. pp. 462-463.
Copyright 2013. American Psychiatric Association.
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Global Developmental Delay / Intellectual Disability

Family, personal history; physical exam, hearing and vision ing, and psychoed to i phenotype or signs of regression I
Dysmorphology / Multiple Congenital Anomalies < Features » Unexplained GDD/ID
High-Risk Features Including Regression l
Genetic Microarray
X S X Fragile X
Imaging to define anomalies Features in the history Regression or significant change behavi Biochemical and metabolic
Possible or definite seizures Blood tests TFT
Movement disorder: continuous or paroxysmal AA
Muscle pain/fatigue Homocysteine

Microarray

Standard chromosome
Prader Willi methylation test
History of teratogens
Glycosaminoglycans
Oligosaccharides

WES/WGS

visual acuity or hearing

New onset sensory impairment; significant decline in

Neurocutaneous lesions
Organomegaly / cardiomegaly

Acylcarnitine profile
Lactate + pyruvate

Ammonia

findi Ne gical signs: dystonia, ataxia, chorea, focal signs, cranial nerve Uric acid
signs, muscle igns of a perip , Urine tests OA
arthrogryposis/joint contractures, cerebral palsy picture without a GAG
clear cause Oligosaccharides
Ocular signs: nystagmus, eye movement disorder, abnormal fundi, Creatine/GAA
cataract, ptosis Purine and pyrimidines
Sensorineural deafness Other Autism screening

!

MRIMRS especially with i haly

EEG if seizures suspected ; ;

|

Gene Testing

Targeted screening based on clinical
differential diagnosis

This could include:

Bi ical testing as indi based on p
Testing for congenital disorders of gly lation
Plasma VLCFA, pipecolic acid, phytanic acid, RBC plasmalogens
Serum 7-dehydrocholesterol

of white matter disease, basal ganglia involvement

* Fragile X

* Rett and Rett-like syndromes

* Angelman and similar disorders
Panel based testing:

* XLID panel if X-linked inheritance

Autism-associated genetic disorders
* PTEN related syndromes
* TSC and similar disorders

Ceruloplasmin, CSF glucose, lactate, pyruvate, glycine, folate, neurotransmitters

WES/WGS

Fig. 56.1 Algorithm for the evaluation of the child with unexplained global developmental delay (GDD) or intellectual disability (ID). AA,
Amino acids; ASD, autistic spectrum disorder; CK, creatine kinase; CSF, cerebrospinal fluid; FBC, full blood count; GAA, guanidinoacetic
acid; GAG, glycosaminoglycans; LFT, liver function test; OA, organic acids; TFT, thyroid function tests; TSC, tuberous sclerosis complex;
U&E, urea and electrolytes; VLCFA, very long-chain fatty acids; WES, whole exome sequencing; WGS, whole genome sequencing; XLID,
X-linked intellectual disability genes.
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Table 58.1 | DSM-5 Diagnostic Criteria for Autism Spectrum
Disorder

A. Persistent deficits in social communication and social interaction
across multiple contexts, as manifested by the following, currently
or by history:

1. Deficits in social-emotional reciprocity.

2. Deficits in nonverbal communicative behaviors used for social
interaction.

3. Déeficits in developing, maintaining, and understanding
relationships.
B. Restricted, repetitive patterns of behavior, interests, or activities, as
manifested by at least two of the following, currently or by history:
1. Stereotyped or repetitive motor movements, use of objects, or
speech.

2. Insistence on sameness, inflexible adherence to routines, or
ritualized patterns of verbal or nonverbal behavior.

3. Highly restricted, fixated interests that are abnormal in
intensity or focus.

4. Hyperreactivity or hyporeactivity to sensory input or unusual
interest in sensory aspects of the environment.

C. Symptoms must be present in the early developmental period (may
not become fully manifest until social demands exceed limited
capacities, or may be masked by learned strategies in later life).

D. Symptoms cause clinically significant impairment in social,
occupational, or other important areas of current functioning.

E. These disturbances are not better explained by intellectual
disability (intellectual developmental disorder) or global
developmental delay.

From the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition.
(Copyright 2013). American Psychiatric Association, pp. 50-51.

Social-Emotional Reciprocity
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Table 651.2 | Secondary Causes of Periodic Paralysis

HYPOKALEMIC

Thyrotoxic

Primary hyperaldosteronism (Conn syndrome)

Renal tubular acidosis (e.g., Fanconi syndrome)
Juxtaglomerular apparatus hyperplasia (Bartter syndrome)
Gastrointestinal potassium wastage

Villous adenoma

Laxative abuse

Pancreatic non—-insulin-secreting tumors with diarrhea
Nontropical sprue

Barium intoxication

Potassium-depleting diuretics

Amphotericin B

Licorice

Corticosteroids

Toluene toxicity

p-Aminosalicylic acid

Carbenoxolone

HYPERKALEMIC

Addison disease

Hypoaldosteronism

Excessive potassium supplementation
Potassium-sparing diuretics

Chronic renal failure

From Chinnery PF. Muscle diseases. In: Goldman L, Schafer Al, eds. Goldman’s Cecil
Medicine, 24th ed. Philadelphia: Elsevier; 2012: Table 429-8, p. 2415.
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Table 653.1 | Nonsyndromic Inherited Neuropathies

DISEASE INHERITANCE PATTERN GENE OR LOCUS CLINICAL FEATURES
HEREDITARY MOTOR AND SENSORY NEUROPATHIES (HMSNs)
Demyelinating Forearm NCV usually <38 m/sec
CMT1 AD Young adult onset, NCV 10-35 m/sec
CMT1A PMP22 (usually duplication) Most commeon (70% of all CMT1)
Pathogenic variants also cause CMT3
CMT1B MPZ (Py) Pathogenic variants also cause CMT2 and CMT3
CMT1C LITAF/SIMPLE
CMT1D EGR2 Broad clinical spectrum (also CMT3)
CMTI1F NEFL DSS phenotype common
CMT1 plus FBLN5S Macular degeneration; cutis laxa
CMT1 PMP2 Classic CMT1
SNCV/CMT1 ARHGEF10 Asymptomatic slowed NCVs
HNPP AD PMP22 (usually deletion) Adult-onset episodic entrapment neuropathies, mild slowing
(NCV 40-50 m/sec)
CMT3 Severe, early-onset demyelinating
DSS AD/X CMT1 genes Onset before age 3 yr old
AR PRX, MTMR2
CHN AD PMP22, MPZ Congenital onset
AR EGR2 AR-CHN, also known as CMT4E
CMT4 AR Childhood onset, usually severe
CMT4A GDAP1 Both axonal and demyelinating types
CMT4B1 MTMR2 Biopsy shows focally folded myelin
CMT4B2 SBF2/MTMR13 Same as above * early-onset glaucoma
SBF1/MTMR5
CMT4C SH3TC2 Scoliosis often severe, also axonal types
CMT4D NDRG1 Dysmorphic features, deafness
CMT4E EGR2
CMT4F PRX DSS phenotype
CMT4G HK1
CMT4H FGD4
CMT4J FIG4
SURF-1
CTDP1
Slow NCV AD ARHGEF10 Asymptomatic NCV slowing
Intermediate NCV 25-45 m/sec
CMTX X
CMTX1 GJB1/Cx32 Similar to CMT1, but males more severely affected, CNS
involvement common
CMTX2, Cowchock AIFM1 MR, deafness, axonal
syndrome
CMTX5 PRPS1 Axonal CMT, deafness, optic atrophy
CMTX6 PDK3 Axonal CMT
CMTX DRP2 Intermediate MCVs
CMTDI AD
DI-CMTA 1024
DI-CMTB DNM2 Neutropenia
DI-CMTC YARS

Continued

rre



Table 653.1 | Nonsyndromic Inherited Neuropathies—cont’d

GENE OR LOCUS

DISEASE
DI-CMTD
DI-CMTE
DI-CMTF
CMTRI
CMTR1A
CMTR1B
CMTR1C
CMTR1D
Axonal
CMT2
CMT2A

CMT2B
CMT2C
CMT2D

CMT2E
CMT2F
CMT2G
CMT2H, K
CMmT2l, J
CMT2L
CMTDIB, CMT2M
CMT2N
CMT2P
CMT2Q
CMT2U
CMT2V
CMT2W
CMmT2Y
CMT2Z
CMT2

CMT2 with giant
axons

CMT2
CMT2
CMT2
SPG10, CMT2
HMSNP
AR-CMT2
CMT2B1
CMT2B2
NMAN
CMT2R
CMT2S

INHERITANCE PATTERN

AR

AD

AR

MPZ
IFN2
GNB4

GDAP1
KARS
PLEKHGS
COX6A1

MFN2
KIF1B (rare)

RAB7
TRPV4
GARS

NEFL
HSP27 (HSPB1)
12q12-13.3
GDAP1

MPZ (P0O)
HSP22 (HSPBS)
DNM2

AARS

LRSAM!1
DHTKD1
MARS

NAGLU

HARS

vCP

MORC2

DCAF8

TUBB3
DGAT2
JAGT
KIF5A
TFG

LMNA
MED25
HINT1
TRIMZ2
IGHMBP2

OB 295 30 Sy ¢lgy 9 ¥ 95 wlog g

CLINICAL FEATURES

Focal segmental glomerulosclerosis

NCV >38 m/sec
Young adult onset

Most common; also HMSN V (optic atrophy), VI (spasticity),
and early onset

Severe sensory loss like HSAN-1
Vocal cord/diaphragm weakness

Arm > leg, motor predominant, similar to dHMN caused by
BSCL2 mutations

Allelic with CMT1E; variable phenotype

Motor predominant

Proximal > distal weakness

Allelic with CMT4A

Cough, pain, autonomic/pupil, deafness
Motor predominant, allelic with HMNIla

Intermediate or CMT2; cataracts; ophthalmoplegia; ptosis

Late onset

Late-onset painful sensory predominant

Pyramidal signs

Childhood onset

Vocal fold paralysis
Proximal > distal

Also called CMT2B1 and CMT4C1
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[ sensory
[ Motor
[ sensory & Motor

[ Ataxia

[] Altered consciousness

Classic Pure Motor Paraparetic Pharyngeal Bilateral facial Pure sensory Miller Fisher  Bickerstaff
Sensorimotor - Cervical - palsy with Syndrome brainstem
Brachial paresthesias encephalitis

Fig. 656.1 Pattern of symptoms in variants of Guillain-Barré syndrome (GBS). Graphic representation of the pattern of symptoms typically observed
in the different clinical variants of GBS. Symptoms can be purely motor, purely sensory (rare), or a combination of motor and sensory. Ataxia can be
present in patients with Miller Fisher syndrome, and both decreased consciousness and ataxia can be present in patients with Bickerstaff brainstem
encephalitis. Symptoms can be localized to specific regions of the body, and the pattern of symptoms differs between variants of GBS. Although rare,
bilateral facial palsy with paresthesias, the pure sensory variant, and Miller Fisher syndrome are included in the GBS spectrum, but they do not fulfill
the diagnostic criteria for GBS. (From El-Abassi RN, Soliman M, Levy MH, et al. Treatment and management of autoimmune neuropathies. In: Bertorini
TE, ed. Neuromuscular Disorders Treatment and Management, 2nd ed. Philadelphia: Elsevier; 2022: Fig. 15.1, p. 313.)
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