Table 1. Summary of recommendations and SEemens

Travelers' diamhea definitions

Mild jacuts: diarrhea that is tolerable, is not distresming, and does not interfere with planned acrivities.

Modarate (acufe: diarthea that is distressing or interferes with planned activities.

Severe jacute): diamrhea that is incapacitating or completsdy prevents planned acriviries; all dysentery (passage of grossly bloody stoals) is considersd
severe.

Persistent: diamhea lasting 2= 2 weeks,

Prophy Laxis

1. Antimicrohial prophylaods should not be us=d routinely in travelers & mong recommendadon, lwhery low level of evidence)

2. Antimicrohbial prophylaccis should be considered for ravelers at high risk of heal thrd ated complications of travelers’ diarrhea (Strong recommenda -
tinn, lowfvery bow level of evidence).

3. Bismurh subsalicylare |BSS | may he aynsidered for any traveer to prevent travelers’ diarrhea (Stong remmmendation, high level of evidence).

4. When antihiotic prophy locs i indicated, rifaxcimin i recommended (Strong recommendation, modera e level of evidence].

5. Fuomoquinalones are not recommended for prophy s of tavders’ diarthea (Strong remmmendation, lowfvery low level of avidence).

Therapy of mild travelers’ diarrhea

. Antihiotic treatment is not recommended in patiens with mild travders’ diarrhea {Strong recommendation, moderate level of evidence].

7. Loperamide or BS5% may be considered in the oeatment of mild travelers’ diarrhea (Srong recommendation, moderate level of svidence].

Therapy of moderate travelers’ diamrhea

B. Antihiotics may be wmed i treat @ses of moderate travelers” diarhea (Weak da tion, moderate level of evidence).

%, Fluomoquinalones may e used to treat moderate travelers’ diarhea Strong recommendation, moderate levd of evidene. Qualifying Remarks:
Emergance of resistance o ghis class of drag thowgl withowt strong evidence of chinical filure cutside of 5E Asia, combined with fhe potartial for
adverse dyshiafic fredustion in diversity of infestinal microbiodal and musadas beldal consequence, cominbufe prprorfant snariainfies & fhe nsk-
bengit assessment and wndarlie a mon-snaninous GRADE of dhis moommendation).

11, Azithromycin may be wed to rest moderae travelers’ diarhea (Strong recommenda tion, high level of evidence).

1 1. Ritancimin may be used to treat moderate travelers’ diarthea (Weak recommendation, moderate leve of evidene). Qualifying Remarks: Casdfion
showuld be exerdsed in provision of dfaciminas empirical therapy of moderate diarrbea inregions or itiveraries in whide bigh risk of invasive patlo-
gens are anficifrafed

12, Loperamide may he ussd a5 adjunctive therapy for modera te tosevere travelers” diamhea (Swong recommendation, high lavel of evidence).

13. Loperamide may he considered for use 25 monntherapy in moderate travelers’ diarrhea (Strong recommendarion, high leve of evidence).

Therapy in severe wavelas’ diarhe

14. Antibiotics should be used to treat severs travelers’ diarthea |Strong recomm endation, high leve of evidencs).

15. Azithromycin is preferred to rear severe ravelars' darhea (Strong recommeendation, moderate lavel of evidence).

1. Fluarogquina ones may be used o treat severe, nondysenteric traveders’ diarrhea (Weak recommendation, moderate level of evidence).

17. Ritaocimin may be used to treat severe, nondysenteric travd ers’ diarrhea (Weak recommendation, maoderate level of evidence].

18. Single-dose antibiotic regimens may be used to treat moderate or severe mavelers’ diarrhea |Strong remmmendation, high level of evidene).

Follvw-up and diagnostic testing

1%, Microhiokgic testing is recommended in retrning travelers with severs or persisent sympmms or in those who fail empiric therapy {Strong recom-
mendation, lowivery low level of evidence].

20, Malecular testing, aimed at a broad range of clinically relevant pathogens, s preferred when rapid results are clinically impartant or non-molecular
tests have failed toesm Hish a dizgnosis (ungraded). Qualifying Remarks: No studies bave been published as of yet wivich show that using drese rests
IR PRatir! ST IS

Additional consensus statements (ungraded)

21. There is insufficient evidence to recommend the use of commencially available prebiotics or prohiotics to prevent or treat travelers” diarrhea,

22 Studies are needed on changss in the gut micobiome in traveers withand without dizrrhea o darify the benefits and harms of crrent and novel
preventive, dizgnostic, and therapentic approaches.

23, There is an incrementally increasing association betwesn ravel, travelers” diarrhea, and antibintic use with the acquisition of mudtidrg-resistant
bacteria. Pretravel @unseling should inchide information about this risk, halanced against the henefits of antibiotic use.




Prophylaxis

1. Antimicrobial prophylaxis should not be used routinely
in travelers (Strong recommendation, low/very low level

of evidence).

2. Antimicrobial prophylaxis should be considered for
travelers at high risk of health-related complications of
travelers’ diarrhea (Strong recommendation, low/very low
level of evidence).

3. Bismuth subsalicylate (BSS) may be considered for any
traveler to prevent travelers’ diarrhea (Strong recommen-
dation, high level of evidence).

4. When antibiotic prophylaxis is indicated, rifaximin is
recommended (Strong recommendation, moderate level
of evidence).

5. Fluoroquinolones are not recommended for prophy-
laxis of travelers’ diarrhea (Strong recommendation, low/

very low level of evidence).
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Therapy of Mild Travelers’ Diarrhea

6. Antibiotic treatment is not recommended in patients
with mild travelers’ diarrhea (Strong recommendation,
moderate level of evidence).
7. Loperamide or BSS may be considered in the treat-
ment of mild travelers’ diarrhea (Strong recommendation,
moderate level of evidence).
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Therapy of Moderate Travelers’ Diarrhea

8. Antibiotics may be used to treat moderate travelers’
diarrhea (Weak recommendation, moderate level of
evidence).

9. Fluoroquinolones may be used to treat moderate trawv-
elers” diarrhea (Strong recommendation, moderate level
of evidence. Qualifying Remarks: Emergence of resist-
ance to this class of drug though without strong evidence
of clinical failure outside of SE Asia, combined with the
potential for adverse dysbiotic (reduction in diversity of
intestinal microbiota) and musculoskeletal consequences,
contribute important uncertainties to the risk-benefit as-
sessment and underlie a8 non-unanimous GRADE of this
recommendation).

10. Azithromycin may be used to treatl moderate trawv-
elers” diarrhea (Strong recommendation, high level of
evidence).

11. Rifaximin may be used to treat moderate travelers'
diarrhea (Weak recommendation, moderate level of evi-
dence). Qualifying Remarks: Caution should be exercised
in provision of rifaximin as empirical therapy of moderate
diarrhea in regions or itineraries in which high risk of in-
vasive pathogens are anticipated.

12. Loperamide may be used as adjunctive therapy for
moderate to severe travelers’ diarrhea (Strong recom-
mendation, high level of evidence).

13. Loperamide may be considered for use as monother-
apy in moderate travelers’ diarrhea (Strong recommenda-
tion, high level of evidence).
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Table 2. Acute diarrhea antibiotic treatment recommendations

Antbiotic? Dose Treatment duration
Azithromycin® ¢ 1000 mg by mouth or Single or 1-day divided”
500 mg by mouth 3day course
Levofloxacin 500 mg by mouth Single dose” or 3 day course
Ciprofloxacin 750 mg by mouth or Single dose”
500 mg by mouth 3 day course
Ofloxacin 400 mg by mouth Single dose® or 3 day course
Rifaximin® 200 mg by mouth three times daily 3 days

* Antibiotic regimens may be combined with loperamide, 4 my first dose, then 2 mg dose afer cach loose stool, not to exceed 16 mgin a 24 hour period.
I’Ifﬁ}'m ptoms are not resolved after 24 hours, continue daily dosing for up to 3 days.

“Use empirically as first line in Southeast Asia and India to cover fluoroquinolone resistant Camprylobacter or in other grographical areas if Camprylobacter or resistant ETEC are
suspected.
dPreferred regimen for dysentery or febrile diarrhea.

*Do not use if clinical suspicion for Campdobacter, Salmonella, Shigella or other canses of invasive diarrhea.



Therapy in Severe Travelers’ Diarrhea

14. Antibiotics should be used to treat severe travelers’
diarrhea (Strong recommendation, high level of
evidence).

15. Azithromycin is preferred to treat severe travelers'
diarrhea (Strong recommendation, moderate level of
evidence).

16. Fluoroquinolones may be used to treat severe, nondy-
senteric travelers’ diarrhea (Weak recommendation, mod-
erate level of evidence).

17. Rifaximin may be used to treat severe, nondysenteric
travelers’ diarrhea (Weak recommendation, moderate
level of evidence).

18. Single-dose antibiotic regimens may be used to treat
moderate or severe travelers’ diarrhea (Strong recom-
mendation, high level of evidence).
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Follow-up and Diagnostic Testing

19. Microbiologic testing is recommended in returning
travelers with severe or persistent symptoms or in those
who fail empiric therapy (Strong recommendation, low/
very low level of evidence).

20. Molecular testing, aimed at a broad range of clinically
relevant pathogens, is preferred when rapid results are
clinically important or non-molecular tests have failed to
establish a diagnosis (ungraded). Qualifying Remarks: No
studies have been published as of yet which show that
using these tests improves patient outcomes.
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Pre-travel

Providers should consider the following in counseling the traveler:

(1) Definitions of travelers’ diarhea and severity classification

(2) Importance of oral rehydration through fluid and salt intake for all travelers™ diarrthea

(3) Information on effectiveness of treatments for travelers™ diarrhea and the risk of travel, wavelers
diarrhea, and antibiotic use with the acqusition of multi-drug resistance bactena.

(4) Provision of empiric treatment medications as indicated by itinerary and provider-traveler determination

(5) Intra- and post-travel illness follow-up recommendations

During Travel

Mild
Diamrhea that is tolerable, is not
distressing, and does not interfere
with planned activities

May use loperamide alone May use

May use loperanude or bismuth or loperamide as
subsalicylates as an adjunct to antibiotics adjunct to

antibiotics

Post-travel

+ +

May use antibiotic (Table 2) Showld use antibiotic (Table 2)

s

Acute travelers’ diarthea should be treated empirically as above.

Microbiologic testing 15 recommended in retaming travelers with severe or persistent symptoms
or in those who fail empiric therapy

Multiplex molecular diagnostics are preferred in patients with persistent or chronic symptoms
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