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PICO

P A pregnant women with hyperthyroidism.

Patient/Problem

| Anti-thyroid drugs
Intervention
C Non-medication
Comparison
O Abortion rate

Outcome Fetus teratogenicity
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Searching Strategy 1 :
Finding out The Correct Keywords

Keywords from PICO item:

“Hyperthyroidism”, “pregnancy”, “anti-thyroid drug”

L B4EF ¢? 2 L4 » TAIWAN
or CHINA or ASIA or JAPAN or
KOREAM 7 7+ ”ﬁ A ﬁééﬁég’ &



lurn)fnmﬂ#ﬂfzuﬁ The "5S" levels of organisation of evidence from healthcare research
g e [T Y |
Brian Haynes, R Evid Based Med 2006;11:162-164

Examples
yste Computenzed decision support

UpToDate / T
DynaMed
ACP PIER i )
B Clineal Evidence OUMMArIes Evidence based textbooks
ACP journal club T
Sucencebasedmede Qynopses Evidence based journal abstract

s T
Cochrane Library
BMJ Evidence Updates
ol syemereveweeo- - Syntheses Systematic reviews
/
PubMed
SUMsearch

Z TRIP Studies Original journal articles

Google E BM

ONLINE

Copyright ©2006 BMJ Publishing Group Ltd.
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Search for Answers

ToDate. ACP JOURNAL CLUB

ONLINE £ Evidence-Bosed Medicine for Better Patient Core

- Up

7 S

A service of §
Home | About Cochrane: | Access o Cochrane | For Authors | Help E}’EavaTmatuMwF‘mma P I
@The GOChrane lerary Exvidence for heaticaredeciso:maling Wi PubMed Home F'EIQE L ...r

ji;‘! g ‘TL{‘. nling i



W, 18 U BN AT 2

. B | e ek B ot = e, Bl ol [ ]
Examples
UpToDate yste Computerized decision support
DynaMed / 1
ACP PIER
s clinealBvieenee T Summaries Evidence based textbooks
¥ 4
ACP journal club 1
Evidencebasedmedici
eme Synopses Evidence based journal abstract
Cochrane Library T
BMJ Evidence Updates
Other Systemic reviews . .
sl Ut Syntheses Systematic reviews
Studies Original journal articles
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#= UpToDate

» B4EF : “Hyperthyroidism AND
pregnancy”

UpToDa te.

. ONLINE
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: . - UpToDate
Results from Searching: Summaries & P o

Database UpToDate

Title of article | Causes and clinical manifestations of
hyperthyroidism during pregnancy

Content CAUSES OF HYPERTHYROIDISM:

Graves' disease —

Although hyperthyroidism from any cause can complicate
pregnancy, Graves' hyperthyroidism is the most
common cause, occurring in 0.2 percent of pregnancies.

hCG-mediated hyperthyroidism —
Gestational transient thyrotoxicosis
Hyperemesis gravidarum
Trophoblastic hyperthyroidism
Familial gestational hyperthyroidism
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. . - UpToDate
Results from Searching: Summaries & P o

Database UpToDate

Title of article | Causes and clinical manifestations of
hyperthyroidism during pregnancy

Content Pregnancy complications — Pregnancy complicated by
poorly controlled hyperthyroidism is associated with
increased rates of the following :

Spontaneous abortion
Premature labor

Low birth weight
Stillbirth
Preeclampsia

Heart failure
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- UpToDate

Results from Searching: Summaries k..o

Database

UpToDate

Title of article

Diagnosis and treatment of hyperthyroidism during
pregnancy

Content

Treatment:

The goal of treatment is to maintain the mother's serum
free T4 concentration in the high-normal range for
non-pregnant women using the lowest drug dose.
This requires assessment of thyroid function
frequently (ie, at four week intervals) with

appropriate adjustment of medication.
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Results from Searching: Summaries

UpToDa te

ONLINE

Database

UpToDate

Title of article

Diagnosis and treatment of hyperthyroidism during
pregnancy

Content

. Radioiodine: is absolutely contraindicated
. Beta blockers
. Thionamides: methimazole (MMI) and propylthiouracil (PTU)

—  To minimize the risk of hypothyroidism in the fetus,
we give the lowest dose of thionamide necessary to
control thyroid function. Ultimately, low doses of PTU
(eg, 50 mg twice daily or less) may be all that is
required.

—  Pregnant women with mild hyperthyroidism may be
followed with no treatment.

— Inthe second and third trimester, higher doses (egq,
doses in excess of 200 mg/day) can result In fetal
goiter and hypothyroidism. = :
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: . - UpToDate
Results from Searching: Summaries & P o

Database UpToDate

Title of article | Diagnosis and treatment of hyperthyroidism during
pregnancy

Content Monitoring throughout pregnancy is important,
because maternal hyperthyroidism in the third
trimester may increase the risk of low birth weight
(independent of the risk of neonatal Graves'

disease).

« Assessment of neonatal thyroid function should
therefore include both serum free T4 and TSH

levels.
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- B 4t%: “Hyperthyroidism”
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Search ACP Journal Club

Current Table of Contents Past Issues Search Subscribe

| About ACF Journal Club m Contact Us Site Maop,/Help Classitieds |

ACP Journal Club - Search Results

Search for.  |hyperthyroidism | E

Fhrases must be 1n "quotes

Aricle type:

Therapeutics

Diagnosis B
Clinical Frediction Guide
FPrognosis -

[JDon't use synonyms

Search Help

Found 11 matches. Showing 1 - 10

1. OAN: 2007 - Effects of antlthyroul {Irqu on radiciodine treatment:
systematic review 3 pimised controlled

2. ODAN: 2006 - Subclinical hyperthyroidism and pregnancy
qUtCoImes.

v mortality in

older adults.

4. 1999 - Review: Sensitive thyrotropin testing in unselected
inpatients has low diagnestic accuracy

5. OAN: Antithyroid drug regimen for treating Graves”
hyperthyroidism.

-z} Pubkie... =
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#% Cochrane Library

- B4E3: “Hyperthyroidism”

Home | About Cochrane | Access to Cochrane | For Authors | Help ﬁ}’ﬂ-a'."&TitIEtu hly Profil
The Gochirane Li
e coc rane Ibra ry Evidence for heafthcare decision-making
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Search Cochrane Librar

Hoirme: . ] Help | ¢ re Title to by Profile
@The coohrane Library Ewvidence for healthcare decision-making

BROWSE SEARCH
Cochrane Reviewss: By Topic | Mew Reviews | Updated Reviews | &A-F | By Beview Group .
Cther Resources: Other Reviewes | Clinical Trials | Methods Studies | Technology A=ssessments | Economic Evaluations Enter search term | | Title, Al

|:| rlore Info Advanced Search | MeSH Search | Sea

I_I AEELFVHLEE LI LFERILFLENIA TIETLL LR SN U I TR ILAELELFEE BN DR AR AN R LPE NEELpE RN RN LFE LN R LR T
Hong £%, Zhang %W, Xu JD, Zhou JD, SGao X0, Lo 55, Shi ™
ear: 1992
FEecord
_ _ _ I _ l; b Y2 b _1"‘
|:| Flasma free and conjugated catecholamines in clinical disorders. *&%{ f P I CO m <
Ratge D, Knoll E, wisser H | = 'ﬁ‘
“ear: 13956
Eecord
|:| Minimum effective dose of carbimazole.
Lowe L, Hilditch TE, Alexander Wik
“ear: 1979
FEecard
Ll A comparative study of the effective thyroxine ratio with clinical scfApinmg methods in the diagnosis of thyr oid dysfunction.
wWikramanayake PR, Wells b Woollen ey
“ear: 1974
Fecora
Hyperthyr oidism and pregnancy.
hestman JH, Manning PR, Hodgman J
ear: 1974
Fecord

Hyperthyreidism in pregnancy: a study of 3T pregnancies in 34 patients.

Chewy PO, Cheah =, Chan L, Tan KL

Year: 1973

Eecord

Ll PTODTIY IR ST T AT BT ST CIe JOIeT v IOt o I T T AT ECL T il rer.
Wewany J, Fierro-Benitez R, Pretell EA, Stanbury JB

“ear: 1963

Ferorrd

Home | About Cochrane | Accessto Cochrane | For Autors | Help ﬁ o lly Profle:

Jedwne YL{‘. ning L

OChrane lerary Evidence fo healthcare decision-making
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Hyperthyroidism and pregnancy

a http:/feww ncbi nlm nih gov - Hyperthyroidizm and pregnancy. [Arxch Intern Med. 1974] - PubMed E - Microsoft Internet Explorer

WEE RSO WERe ESEu ITHEO A ' E
QtF- @ [¥] [ @& LPu= sezns €@ -4 @ - [LJE 3

L service of the 115, Mational T ik of Tvledicine My NCBI L’

N C B I Pu b ed and the Hational Institutes of Health =y

www.pubmed.gowv
all Databa FubMed [ =otide FProtein SEnoMme Structure I P Journals yooks

~ | for [ARCH INTERN MED[ta] AND 134[vi] AND 434[pg] || o | [ Clear | gd“a”SCEd Sheamh ibeta)
Ive earc

[ Limits | Previewdndex | History | Clipboard | Details |

Diisplase |Citati0n Vl Shonar |2D v||80r‘t By v”Send to el

r Al 1 Review: 0

[1: Arch Intern Idd. 1974 Sep)134(30434-9. Related Aricles, Links

Hyperthyroidismn and pregnancy.
2\* ) A ~ L)
F R XX ﬁ r 3@ A =
F

MMestman JH, hManning PR, Hodgman .J.

Publication Types:
o Clhimcal Trial
« Comparative Stady
e Controlled Clhinical Trial

Ife=H Terms:
s Adolescent
o Adult
o Birth "Weight
s Female
« Fetal Dieath
s Humans
o Hyperthvroadismds oEs
Hevterthvr oidistrddiue theran s ]

CH o

Arch Intern Med. 1974 Sep;134(3):434-9.

jiﬂ g YL{‘. nling i
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Hyperthyroidism in pregnancy: a study of 37
pregnancies in 34 patients.
‘-} NCBI PUbWEd and the Mational Institutes of Health

wwiw.pubmed.gov
Mucleotide Protein

All Databases PubMed
Search PubMed

GSenome Structure OMIM

- for [GDHEIear]E

[ Limits | Preview/index | History | Clipboard | Details |
Display AbstractPlus

- Show 20 * Sort B‘_-,-f
[all: 1 | Review: O %]

|:||1: Singapore Med J. 1973 Jun;14({2):95-8. |

Hyperthyroidism in pregnancy: a study o nancies in 34 patients.

Chew PC, Cheah 15, Chan LK, Tan KL.

£ s ) 2 s
-P‘Efj"':‘J\‘K*f

i I

PMID: 4125304 [PubMed - indexed for MEDLINE]

Singapore Med J. 1973 Jun;14(2):95-8.
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Without
fulltext

Home: | About Cochrane | Access o Cochrane | For Authors |_g|§}Sa'JaTmemh| Profiie

@The GUChrane I-lbrary Evidence forhealthcare decision-making
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fulltext
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Primary Database
Examples
yste Computerized decision support

/ Summarie& Evidence based textbooks

Synopses \ Evidence based journal abstract

Syntheses \ Systematic reviews

PubMed T
SUMsearch
TRIP Studies Original journal articles

Google
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Search Studies Pub¥let—,

e Ri4EZ 7 Hyperthyroidsim” AND “pregnancy”, or
“anti-thyroid agents” or “abnormality, drug-induced ”

« Use alternate spellings, synonyms, truncations
e Combining terms with Boolean operators
— AND
— OR
— NOT
o Use “’limit’” and “’filters’” to make it more specific
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MeSH to identify every term for example

teratogen - MeSH Resuliz - Microszoft Internet Explorer
fEFED (EEE SR HeREEw TRO e

@:% © HNRAG O ez @ 3- 28 LUK 3

FEHE DY | & hitp:Meeww nobinlm nih. govisitesfentrez 4

LT

R
- A service of the Natiomal Library of Medicine 1
: N — B I r:g{t@; and the National Institutes of Health NCEI
> L.v )5—:' \ f fM es H Sign In] [Register]
All Catab Fubhed Fratein - Structure =YY FMC Journals
Searc:h|M85H Vlforlteratogen |[ Go ] [ Clear ] Zave Search
[ Limits | Previewindex | History | Cliphoard | Details |
out Entrez Suggestions: Teratogens, Teratoma Teratomas, Teration Teratology, Isatogen Terazosin Remitogen Galactogen Terazoflo, More. .
Display | Summary v| Show |2D e || Send to ht
All: 5
Items 1 - 5 of 5 ©one page.
[1: Terategens Links
An agent that causes the production of physical defects in the developing embryo.
Year mtroduced: 1375
oens [Pharmacological & cton Links
: Abnonmalities, Drug-Tnduced Links
Semsenitalabacsmmalierilce d by medicinal substances or dmgs of abuse given to or taken by the mother, or to which she is
inadwvertently exposed during the manufacture of such substances. The concept excludes abnormalities resulting from exposure to non-
medicinal chemicals in the enwironment.
Tear introduced: 1764
[d4: Embrvoe Culture Techniques Links
The techmgue of maintaining or growing marmmalian ERMBEY OS in witre. This method offers an opportunity to observe

EWEBEYOMNIC DEVELOPMENT: METABOLISI. and suscentibility to TEEATOGENS

R

jiﬂ g YL{‘. nling i
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Search Clinical Queries

Queries — Microsoft Internet Explorer

wERE AREE Wm0 #SEesEEFa) TR EESA

Qrtr=- O [¥ [A&n Pus Jeamns € 3-2 @ - JiEd 3

=

AREHE D |42 hitp #furaew nobinkm nih govientreziyuenstatic/clinical shiml
LI L e

v | Bl iEE  sEE 7
=

TOXMET @ therapy =
: 2 prognosis

> clinical prediction guides

Palic Find Systematic Reviews I Y
|
For your topic{s) of interest, this search finds citations for systematic reviews, meta-analyses,
reviews of clinical trials, evidence-based medicine, consensus dewvelopment conferences, and
guidelines.
For more information, see Help, See also related sources for systematic review searching.
Search |[hyrerthrcidism and pregnancy
Medical Genetics Searches 'y

This search finds citations and abstracts related to wvarious topics in medical genetics. See the
filter table for details.

Search |

Category
All )
Diagnosis
Differential Diagnosis
Clinical Description
Management

P e S T el R Tt K]

IS

Jedwne YL-:C ning L
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Limitation full text, Human, English

a PuobMed Limits - Microsoft Intermet Explorer

: A : - A
Qt=8- O [¥] @l Pu= jowene @ -2 B [ JE B
AREHE D | &2 hitp s nebinlm nih govisitesfentres ~ B EE sEE T
Search | Pubhied | for [antithyroid agent and pregnancy) ANMD ((clinical[Titlf| o [ Clear | SOvElLEd S2dTLH THELE] ~
_ o - T 'l . il .
YT — e i pppp— LN L= S =A== LL

Litnits: only items with Iimlcs to full text, Humans, English
=rrrriereerrreereirirr-errreritre=fet lowing criteria.

Search by Author
Search by Journal
Full Text, Free Full Text, and Abstracts [etear ]
FlLinks to full text CLinks to free full text O abstracts
Dates [eiEarT]
Published in the Last: |Any date V| B
Added to PubMed in the Last: |Any date Vl

Humans or Animals Gender

FlHurmans [ animals Cdrale COFemale

Languages Subsets

English L Journal Groups 25
O French [Ocore clinical journals
O cerman B O pental journals
[O1talian O Mursing journals
[O1apanese Topics ~
B FEREERE
Fobme. ..

Jedwne ‘T’L-ﬂ ning L
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Combine terms with Boolean operators

PubMed History - Microsoft Internet Explorexr A 11 I
HWEE HHEE® HHEO HBEREW IBO XE@ -

Q+t=- O - ¥ [B o Pus Jrawse €@ -5 [J 23

b D | & httpritweww nobindmonih. govisitesfentres V| feFE  EiE T

-~

Search DMost Recent Clueries Time Result N
#27 Search (hyperthyroidism and pregnancy) AN svstematic[sh] Lirnits: only items with links to full text, 225942 1z
Humans, English
#26 Search (F15) ANDY (=4} Limts: only items wiath hnlkes to full text, Huommans, Enghsh Al hed BEY
#25 Search hyperthyroidism Limits: only items with linles to full text, Hunmans, English 22:58:27 2477
#22 Search (#20) AND (#4) Limnits: only items with hnks to full text, Humans, English 22:56:56 585
#21 Search (#20) AND (#15) Limits: only items with hnlks to full text, Humans, English 22:41:08 13
#20 Search ("Hyperthyroidism [WMlesh] OR (" Hyperthyroidisin/complic ations " [IWIesh] OR 22:38:534 Te3E0

"Hyperthyroidisin/dimg therapy™ [Wlesh] OR ""Hyperthyroidism/therapy™ [Wlesh])) Limits: only items
with hinles to full text, Humans, English

#16 Search (#9) AND (#15) Limits: only items with hnlks to full text, Homans, English 223426 24

#15 Search ""Abnormalities, Drug-Induced’ [IVLesh] Limits: only items with links to full text, Hunans, English 22:31:13 2464

#11 Search (#10) AND (#9) Limnits: only items with hnks to full text, Humans, English 22:26:36 1z

#10 Search asia or twain or china or chorea or japan Lirnits: only items with hinks to full text, Homans, 22:23:47 366971
English

#49 Search (antithyroid agent and pregnancy) AWND ({climical] Title/Abstract] AND trial[Title/Abhstract]) OR  22:22:08 213

climical tirials[IvIeSH Terms] OR clmical tiial[Publication Type] OR random *[Title/Abstract] OR
random allocation|MeSH Terms] OR therapeutic use[MeSH Subheading]} Liruts: only items with hinks
to full text, Humans, English

#2 Zearch (antithyroid agent and pregnancy) AND ({clical] Title/Abstract] AND tial] Title/Abstract]) OR 22:19:30 Fag

clinical tirials[IWVIeSH Terms] OR climical trial[Publication Type] OR random *[Title/Abstract] OR

random allocation[MeSH Terms] OR therapeutic nuse[IVeSH Subheading]) B
#7 Zearch (antithyroid agent and pregnancy) AWND svstematic[sb] 22:18:25 g
#4 Zearch pregnancy 22:15:40 645301
#6 Search "Pregnancy’ [IvIesh] 22:15:32 607312
#3 Search ""Antithyroid Agents’ [IWlesh] 22:13:02 4233
#0 pubmed clipboard 22:34:52 2w

£l © R

i Fub.. | E§Pub. | B Hwpe. | [ ] fedl.. | C © L EF11m

}iﬂ g YL{‘. nling i
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ACP JOURNAL CLUB 10 1 Without
fulltext
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Evidence-Bosed Medicine for Be

2

Home | About Cochrang | Accsss fo Cochrang | For Authors | el | ﬁ} Save Tt 1o My Profiie 1 1 2 WI t h O U t
fulltext

@The GOChrane I-ibra ry Evidence fo healtheare decision-making

Clinical queries: systemic | 12 ? Level |la

review

i A oservice of
P u w|PubMed Home Page |. v
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Evidence-based Medicine Levels of Evidence

Oxford Centre for Evidence-based Medicine Levels of Evidence (May 2001)

Level Diagnosis
I::> la SR (with homogeneity*) of Level 1 diagnostic studies; CDRT with 1b studies from different clinical centres
1b Validating®* cohort study with good{ 77 reference standards; or CDRT tested within one clinical centre
le Absolute SpPins and SnNouts{{
2a SR (with homogeneity*) of Level >2 diagnostic studies
2b Exploratory** cohort study with good{ 7 freference standards; CDRT after derivation, or validated only on split-sample§§§ or
databases
2c
3a SR (with homogeneity*) of 3b and beter studies
3b Non-consecutive study; or without consistently applied reference standards
4 Case-control study, poor or non-independent reference standard
5 Expert opinion without explicit critical appraisal, or based on physiology. bench research or "first principles”

CDR: Clinical Decision Rule; An "Absolute SpPin" is a diagnostic finding whose Specificity is so high that a Positive result rules-in the diagnosis. An "Absolute SnNout" is
a diagnostic finding whose Sensitivity is so high that a Negative result rules-out the diagnosis.
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* Title:
— Hyperthyroidism and Pregnancy

e Journal:
— BMJ. 2008 Mar 22;336(7645).663-7
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e Title:

— Therapy Insight: Management of Graves'
Disease during Pregnancy.

e Journal:

— Nat Clin Pract Endocrinol Metab. 2007
Jun;3(6):470-8.

e | evel: la
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Search Strategy 3
Trust Something You Can Trust

According to “Sharon E. Straus et al, Evidence-based medinice: how to practice and
teach EBM, Elsevier, 2005: 33-7. “

Validity } [ Importance J [Applicability }
Results from _ Consider
secondary Appraised by Results(NNT) I> population
database SIS and feasibility

Results from Needed to |> |> Consider
primary Results(NNT) population

database appralsed and feasibility
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Critical Appraisal

Valid: systemic review worksheet
Importance: what were the result?
Applicability: population and feasibility

........
.........
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* Title:
— Hyperthyroidism and Pregnancy

e Journal:
— BMJ. 2008 Mar 22;336(7645).663-7
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What question did the systematic review
addressed (PICO) g2 & w 7 i+ A 38 ¢

U ml (] Tze
i

This article will explore the problems in relation to the prevalence of
hyperthyroidism in pregnancy [P], therapeutic issues [I] [C]
,pregnancy planning (outcome) [O], and clinical management.

Systematic review worksheet
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Is it unlikely that important, relevant studies were
missed X3 HBEL & v fr 7

Wi O O e
él‘ﬂu .
F\/Ig[;hods:

We searched Medline and the Cochrane database of systematic
reviews for studies evaluating the diagnosis and treatment of
hyperthyroidism in pregnancy using the key words "hyperthyroidism",
"Graves’ disease", "pregnancy”, "management”, and "anti-thyroid
drugs.

Systematic review worksheet Jeanne Yiching Lin
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Were the criteria used to select articles for
Inclusion appropriate % # ~ }gk ki BT i e

mEd ml W

U=

,FAIrmedical terms about treatment of hyperthyroidism in pregnancy
were included using the key words "hyperthyroidism", "Graves’
disease", "pregnancy”, "management"”, and "anti-thyroid drugs.

Systematic review worksheet R
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Were the included studies sufficiently valid for the
type of question asked
el A El /gie”ﬁ e B AT enf? AR 7

_Jd m (1 TR

==
i
Pre-eclampsia, heart failure, fetal loss, premature labour, and having a

low birth-weight baby are more likely to occur in untreated or poorly
controlled thyrotoxic women than in those receiving adequate
treatment.

A retrospective review of 11 reports documented a 5.6% incidence of
fetal death or stillbirth in 249 pregnancies and a further 5%
Incidence of fetal and neonatal abnormalities.

Systematic review worksheet Jeammne Yiching Lin
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Were the included studies sufficiently valid for the
type of question asked
F# hY e ook B AR R A7

BT 0 3 0 e
Z—‘_:E_EF%:

A study of 60 cases of hyperthyroidism in pregnancy over a 12 year
period found that metabolic status at delivery correlated with
pregnancy outcome. Preterm delivery, perinatal mortality, and
maternal heart failure were more common in women who remained
thyrotoxic despite treatment or whose hyperthyroidism was first
diagnosed during pregnancy.

Systematic review worksheet Jeanne Yiching Lin
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Were the results similar from study to study
L7 iR Apin?

P (1A _ IR
Fi

Retrospective review of 11 reports documented a 5.6% incidence of
fetal death or stillbirth in 249 pregnancies and a further 5% incidence
of fetal and neonatal abnormalities.

A study of 60 cases of hyperthyroidism in pregnancy over a 12 year
period found that metabolic status at delivery correlated with
pregnancy outcome.

Systematic review worksheet
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How Is The Overall Result?

 Pre-eclampsia, heart failure, fetal loss, premature labour,
and having a low birth-weight baby are more likely to
occur in untreated or poorly controlled thyrotoxic
women than in those receiving adequate treatment.

e A 5.6% incidence of fetal death or stillbirth in 249
pregnancies and a further 5% incidence of fetal and
neonatal abnormalities.
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e Title:

— Therapy Insight: Management of Graves'
Disease during Pregnancy.

e Journal:

— Nat Clin Pract Endocrinol Metab. 2007
Jun;3(6):470-8.
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What question did the systematic review
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In managing hyperthyroidism during pregnancy [P] with anti-thyroid
drugs [I] [C], it should be remembered that two patients are being
treated: the mother and the fetus [O] (teratogenicity). A balance must
be made in optimizing treatment for one without impinging on the
other.

Systematic review worksheet Jeanne Yiching Lin
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Is it unlikely that important, relevant studies were
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Egview criteria:

1. We searched PubMed for articles and abstracts between 1965
and 2006 about Graves' disease and pregnancy.

2. The search terms we used were "Graves' disease",

"hyperthyroidism", "pregnancy", "pregnancy complications", "anti-

thyroid drug"”, "fetal thyroid dysfunction" and "neonatal thyroid

dysfunction”.

All papers were English-language full text papers.

We also searched the reference lists of identified articles for

further papers.

G0
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,FAIFFmedicaI terms about treatment of hyperthyroidism in pregnancy
were included "Graves' disease", "hyperthyroidism", "pregnancy"”,
"pregnancy complications", "anti-thyroid drug", "fetal thyroid
dysfunction" and "neonatal thyroid dysfunction”.

Systematic review worksheet T —~
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 Although there have been no prospective population studies to
establish causality, multiple case reports have associated
methimazole with two types of congenital anomalies: choanal or
esophageal atresia, and aplasia cutis. These malformations can occur
as part of an 'embryopathy’ that also includes developmental delay,
hearing loss, and dysmorphic facial features.

» Several cases of isolated choanal and esophageal atresia have been
reported with methimazole use in the first trimester.

Systematic review worksheet Jeanne Yiching Lin
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Were the included studies sufficiently valid for the
type of question asked
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The reported incidence of aplasia cutis, a congenital absence of skin
usually affecting the scalp, in babies born to women taking
methimazole approximates the background rate at which this defect
spontaneously occurs (0.03% of newborns).

Systematic review worksheet Jeanne Yiching Lin
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Despite this lack of definitive evidence, propylthiouracil, if available,
should be used for initial therapy, given that there are no case reports
of aplasia cutis and only rare anecdotal reports of embryopathies
associated with propylthiouracil ingestion.

Systematic review worksheet Jeanne Yiching Liv
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No meta-analysis for these trials.

Systematic review worksheet
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How Is The Overall Result?

* Propylthiouracil, if available, should be used for Initial
therapy.

 Methimazole with two types of congenital anomalies:
choanal or esophageal atresia, and aplasia cutis.
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Grades of Recommendation

A consistent level 1 studies

:> B consistent level 2 or 3 studies or extrapolations
from level 1 studies

C level 4 studies or extrapolations from level 2 or 3
studies

D level 5 evidence or troublingly inconsistent or
Inconclusive studies of any level
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Apply The Result to Our Patient

TR e R Role play
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Help patient to know more about the disease
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