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ACE inhibitors
Captopril

Selection of interventions with evidence of

efficacy compared with placebo

Enalapril
Lisinopril
Antidepressants
Amitriptyline
Doxepin
Duloxetine
Fluoxetine
Nortriptyline
Venlafaxine
Anticonvulsants
Divalproex-valproate
Gabapentin
Lamotrigine
Topiramate
Valproate-topiramate
ARBs
Candesartan
Telmisartan
B-Blockers
Metoprolol
Propranolol
Calcium—channel
blockers
Verapamil
Flunarizine
CGRP-mAbs
Eptinezumab
Erenumab
Fremanezumab
Galcanezumab

CGRP antagonists—
gepants
Atogepant
Rimegepant
Others
Memantine
Pizotifen
Simvastatin plus
vitamin D

Availability

Published SRs:
efficacy (vs.
placebo)

Not available in
the United States:
Pizotifen

Flunarizine* ACP SR

Interventions without data ehg.'b“.'ty

2 : criteria

supporting efficacy:
Duloxetine*
Gabapentin*
Lamotrigine
Nortriptyline*
Memantine*
Simvastatin plus vitamin

D*

Valproate-topiramate*
Verapamil

Does not meet eligibility criteria for
ACP SR:
Doxepin (population and treatment
duration)
Captopril (treatment duration)
Enalapril (treatment duration)

Interventions with data supporting
efficacy (vs. placebo) and eligible for
comparative effectiveness review

ACE inhibitor
Lisinopril

Antidepressants
Amitriptyline (TCA)
Fluoxetine (SSRI)
Venlafaxine (SNRI)

Anticonvulsants
Divalproex-valproate
Topiramate

ARBs
Candesartan
Telmisartan

B-Blockers
Metoprolol
Propranolol

CGRP-mAbs
Eptinezumab
Erenumab
Fremanezumab
Galcanezumab

RP an nists— n

Atogepant
Rimegepant

ACP Clinical Guideline

Recommendations
Efficacious treatments with
comparative evidence

Antidepressant: TCA
Amitriptyline

Antidepressant: SNRI
Venlafaxine

Antiseizure medications
Valproate
Topiramate

B-Blockers
Metoprolol
Propranolol

CGRP antagonists—gepants
Atogepant
Rimegepant

CGRP-mAbs
Eptinezumab
Erenumab
Fremanezumab
Galcanezumab

Clinical Considerations

Treatments with some evidence
supporting efficacy but no or
insufficient comparative evidence

ACE inhibitor
Lisinopril

Antidepressant: SSRI
Fluoxetine

ARBs
Candesartan
Telmisartan




Population (EARESE) - Intended Audience (FITZHREHE)

WERIF, IR TEENTWSIEY - REREERE (1hAD
JZDDOERRAAN1~14H ETFERSND) DA THD.

AHA RS2, BERSER (1HAHDEDOEREEZN 15
HULEETE E:‘T?l’l%) (X2 MEEFETER (18 (CEZ LR C

D UVEER T, 1ElOEFRBERMNFEREIN S - Ak) =
BRI DAAAZXIRE L TULVRLY,

MRFraElE. IR THRADIEY - REREERZT 79D
E S KO DARDEERZK T D

PR




2B RSA2REITOER

CGClZ. ACPOHA RSAHEIOLER (11) BEIUFHIEDRREFIE
@fﬁ%ﬂ'ﬁ(:rsa@“é/ﬁ')i— (12) (SR> TZOHA RS> =1ERUE
L7z

ACP(ZGRADE (H#EmiHfh. BF. MDD IL —F+ >20) &>
S =T, CGCIXZDHA RSA > &hFH I DBRICGRADEFEZEAR L.
sEHLZ R ES 9 DIR(C (EEvidence-to-DecisionT—J )L &= ZHFE U= (RD
IRDASAR) (K2 (RXZ1R) ;#E) (13) .

HERC(E, XFIBDRFIL E1—DlcdDERLER (fFixkl) AU
ABRSENTED (8,9) A RSAZELRFENL E21—DFFHEICD
W COFFHIN ECE SN TULE T,

ACPlE. BERIDIZNA RSAICDVNT, A RSAERRY KD —
2 (GIN) SREEET A —/ (14) ZRRSEET, CDTA—Al
GINDEEHA RS> ST SUKXREIFACPOTT I YA
(www.acponline.org/clinical-information/guidelines/guideline-
process) CRDIITBCENTEFET,



2 : WDEDGRADEZ JO—FDEEEDK -

High Confident that the true effect lies close to that of the estimate of the effect (the intervention “results in" the effect)

Moderate Moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a
sizable possibility that it is substantially different (the intervention “probably results in" the effect)

Low Confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect
(the intervention “may result in” the effect)

Strength Balance of Benefits and Harms Applicable Patient Population Policy Implications

Strong (ACP recommends)

Confidence that the benefits clearly
outweigh the risks and burden or
vice versa

Applies to most patients in most
circumstances

Only strong recommendations could be
considered as quality indicators to guide
the development of accountability,
reporting, and payment programs

Conditional (ACP suggests)

The benefits probably outweigh the
risks and burden, or vice versa, but
there is appreciable uncertainty

Applies to many patients but may differ
depending on circumstances or patients
values and preferences

T

Policymaking will require substantial
debates and involvement of many
stakeholders. Policies are also more
likely to vary between regions.

Quality indicators would have to focus
on the fact that adequate deliberation
about the management options has taken
place.
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Certainty of evidence
CERTAINTY OF No included

Insufficient Low Moderate High "
a U eS EVIDENCE studies

JUDGEMENT

Balance of effects impartane | POl || o0 1|y
VALUES ""::ﬁ';t:::'ym uncertainty or | uncertainty or u"::::t:::x’m
variability variability

Resources required
Iﬂn nn M BALANCE OF Favors the Probably favors Do:ii:eorttf:: . Erobably favors Favors the
R e Co e n d at I 0 n EFFECTS comparison the comparison | intervention or , the = intervention Varies Dontknow
intervention
Justification

the comparison

RESOURCES Negligibl
Large costs Moderate costs eeligio e_ i Modgrate Large savings Varies Don't know
R h . . t . REQUIRED and savings savings
Strong recommendation Conditional Conditional Conditional Strong recommendation for
against the intervention recommendation against |recommendation for either| recommendation for the the intervention
the intervention the intervention or the intervention
comparison
(o] (o] o] (o] (o]

CONCLUSIONS

Research priorities
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Appendix Table 1. Key Questions for the Systematic Review

KQ 1. What are the benefits and harms of pharmacologic preventive treatment in adults with episodic migraine headache?
KQ 1a: Do treatment benefits and harms vary by demographic characteristics (age, sex, race/ethnicity)?
KQ 2: What are patients’ values and preferences on pharmacologic preventive treatment for episodic migraine headache?
KQ 3: What is the cost-effectiveness of various pharmacologic preventive treatments in adults with episodic migraine headache?

KQ = key question.
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Outcomes of Interest : Benefits and Harms

CGC. CGCAR/(RIL, BLURHHNL E21—D SEY IFPIFR/CRILD A )=, M7 U THE
K7D MHLDEENZ [BEE] [BE] [HFDEETRRV] O3EETIHMMLELZ. TEFT>
ADMER MUl T DIz (TERSNTZBL D MAALAGETO@ED TY

- FEERODSEE
- R R DR

- S4HAZYERRE 2R

- R ERREEDIN DI RZ2HEE
- FEETREEEDIEE

- &£7EDE (Qol)

- BAtERE

- BEFERICLDHIE

FZIZU. AT %ML E2— T BAEEDKRINERR 2SR 2 5l U IOBE8 12T 34 E
SNFLBATUI

BEFZERICDULTIE. FDASRILEBIERRATRNSINESNZE Uz, BESEROREXR(CEEEN
»dHE. FEETIL—THDENSYLU EHDBEICHRESNTVE T, BEERIIGRADE T
O—FZzZAVWCEHEIcSNEETATUL,

CGCIZ. 8% DEBFKRT D SHNLDNREHFHIRT DIRIC, HBENE. MROARES, EHEXE. SLT
GRADEFHliZZR LE LTz, Ffo. &FERICHITDINTDF DI MAALCHIED THEFIZITL, #
BRIAZFRLE U,

¢



Appendix Table 2. Outcome Ratings

Outcomes rated as critical
Acute medication intake days*
Adverse events
Discontinuations due to adverse events*
Emergency department visits*
Hospitalization
Migraine duration*

Migraine frequency*
Migraine-related disability*
Physical functioning*
Quality of life*

Serious adverse events

Outcomes rated as important
Emotional functioning
Social functioning
Work productivity

CGC = Clinical Guidelines Committee.
* These outcomes were prioritized for decision making by the CGC af-

ter consideration of ratings from the CGC, the topic expert panel, and
the CGC Public Panel.
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Committee Composition and Stakeholder Involvement
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Economic Evidence
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Values and Preferences
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Supplement Table 5a. Summary of Findings: Tricyclic Antidepressant (Amitriptyline) vs. Other Interventions for the Prevention of
Episodic Migraine Headache

The following comparisons with insufficient CoE for all prioritized outcomes have been removed from the SoF tables:
e TCA (Amitriptyline) vs. Valproate

Number of RCTs; Total Sample Size

Odds Ratio (95% Confidence Interval)
Absolute Risk Difference per 1,000 Treated (95% Confidence Interval)

Certainty of Evid

TCA NMA NMA
(Amitriptyline) MD -0.21 MD -0.20
vs. Topiramate (-0.95, 0.53) (-1.51,1.11) 000 000 000 C0o0 OO0
800 800
Interpretation of -
relative and TCA {amitriptyline) No data TCA (amutonylme)
absolute risks for may result in no L g S Insufficient
- : difference in acute | Insufficient evidence | Insufficient evidence | Insufficient evidence 7 Insufficient evidence
TCA difference in S St evidence
Lo medication intake ? ? ? ?
(Amitriptyline) migraine frequency ?
days
compared with “—
—
Topiramate
TCA NMA
(Amitriptyline) MD -0.28
vs. Topiramate- (-1.45, 0.90) OO0
TCA combination &80
Interpretation of
relative and sy
TCA {amitriptyline) No data No data No data No data No data No data
absolute risks for babl its |
TCA p::’ :iff:rr:rsu:e isnn Insufficient evidence
(Amitriptyline) migraine frequenc L
compared with e P q v
Topiramate-TCA
combination

* There was an insufficient number of studies available to consider performing a network meta-analysis for the outcome migraine duration, estimates of direct pairwise comparisons are reported when available.
Abbreviations: AE: adverse events; ARB: angiotensin Il receptor blocker; CGRP: calcitonin gene-related peptide; DAEs: Discontinuation due to adverse events; EF: emotional function; K: number of studies;

mAbs: monoclonal antibodies; MD: mean difference; MSQ: migraine-specific quality-of-life questionnaire; RFP: role-function preventive; RFR: role-function restrictive; TCA: tricyclic antidepressant
- GRADE certainty of evidence: Insufficient OO O; Low @(; Moderate ®®); High D@

Statistics are from the American College of Physicians-funded systematic review and network meta-analysis (1). Interpretation of findings for individual outcomes was done by the CGC.




Supplement Table 2b. Summary of EtD Judgments — B-Blockers vs. Other Interventions for the Prevention of Episodic Migraine

Headache

DESIRABLE EFFECTS

UNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE

VALUES

BALANCE OF EFFECTS

RESOURCE UTILIZATION

COST EFFECTIVENESS

CERTAINTY OF EVIDENCE
OF COST EFFECTIVENESS

ADDITIONAL
CONSIDERATION

blockers vs. CGRP- blockers vs. CGRP blockers vs. Valproate
s B 2 B-blockers vs. TCA B-blockers vs. Topiramate B- .
mAbs Antagonist-Gepants
No cliniT:aIIy meaningful | No clinifally meaningful No clini.cally meaningful Small N clinically maaningrul differences
differences differences differences
Uncertain Uncertain Uncertain No clinically meaningful differences Uncertain
Insufficient Insufficient Insufficient Low Insufficient

Probably no important
uncertainty or variability

Probably no important
uncertainty or variability

Probably no important
uncertainty or variability

Probably no important uncertainty
or variability

Probably no important uncertainty
or variability

Uncertain

Modest increase

Uncertain

Large decrease

Uncertain

Negligible differences

May favor the intervention

Negligible differences

Uncertain

Negligible differences

No included studies

No included studies

Ne included studies

No included studies

No included studies

No included studies

No included studies

No included studies

No included studies

No included studies
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