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Disclosures and 
Disclaimers

• I encourage Tweeting @JennaMillerKC

• #tmpsmxards

• All patients in the images used have 
provided written consent to be identified

• I may reference Bactrim throughout the 
presentation for ease but I am referring 
to all forms of Trimethroprim-
Sulfamethaxozole

• I have paid consulting with Ocugen, INC. 



Objectives

• Describe the clinical presentation of rare lung toxicity associated with trimethoprim-
sulfamethoxazole

• Describe the pathologic finds of rare lung toxicity associated with trimethoprim-
sulfamethoxazole

• Recognize challenges in identifying rare adverse drug reactions
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Both patients had 
been receiving TMP-

SMX at time of 
presentation





Media 
Finds a 
Way



Print Media



TV News Stories



Social Media
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Hot off the press



Inclusion Criteria

• No previous pulmonary disease

• No other cause for respiratory 
failure 

• Documented TMP-SMX 
exposure > 6 days

• All medical records available to 
verify history and TMP-SMX 
exposure

• Minimal to no vaping or 
smoking history



Geographical Distribution



Current 
Cohort of 
19

13 females, 6 males

16 Caucasian, 2 Asian, 1 Mixed

Indications:

• 9 acne

• 6 SSTI

• 2 ENT procedure

• 1 UTI



Bactrim Exposure Profile

Treatment dosing, DS

NO prophylactic dosing cases

Range of time taking prior to onset of symptoms

• 6-28 days

• Mean 16 days



Initial Symptoms

Non specific symptoms can include: cough, fever, SOA, chest pain, sore throat, 
fatigue, headache, congestion, rash

Important question: Are these NEW since starting the antibiotic?

Most Common:

• Fever 80%

• Cough 80%

• Fatigue 55%

• Chest Pain 50%

• SOA 50%



Hospital Presentation Symptoms

Symptoms can include: Hypoxemia, SOA, Chest pain, fever, cough, sore 
throat, fatigue

Most Common:

• SOA 100%

• Hypoxemia 80%

• Cough 66%

• Chest Pain 50%

• Fatigue 33%



Chest Pain in Kids?

• Seems uncommon compared to adults

• One finding specific to this disease could 
explain

• Half of these patients present with 
pneumomediastinum when admitted

• This often causes chest pain

• Air leak, or 
pneumomediastinum/pneumothorax early 
is a hallmark of this disease



Pathology

• 9 tissue samples available

• Autopsy, explant or biopsy

• 7 samples consistent with Diffuse Alveolar Injury with Delayed Epithelialization 
(DAIDE)

• 1 explant sample was 3 months into process

• 1 biopsy sample was peripheral and small, thus inconclusive



Cytokeratin lack of epithelial cells CD68 highlighting macrophages

Diffuse Alveolar 
Injury with 
Delayed 
Epithelialization

Courtesy of 
Pulmonary 
Pathology 
Department 
Massachusetts 
General Hospital



Outcomes

Prolonged hospital stays

• 2 from the 90’s before ECMO was 
utilized

16/19 needed ECMO

• 2 from disease

• 1 sepsis

• 2 post transplant complications

• 2 hemorrhagic complications

7/19 died ~ 40% mortality



Is it Really TMP-SMX?

INCREASED USE 
OF ECMO

INCREASED 
SOCIAL MEDIA 

USE 

DIFFERENT 
MANUFACTURERS

NO VAPING OR 
SMOKING 
HISTORY



Label change may 2021



What advice 
can you give?

• If these symptoms are new and different from 
indication for which Bactrim was prescribed…

• Stop the drug and be seen in an ER

• Let prescribing clinician know of new symptoms

• Think about your advice if they call with new rash 
after Bactrim and Stevens Johnson is possible… that 
raises alert and concern

• Many of these patients were told this type of reaction 
to Bactrim doesn’t exist so we can now take their 
symptoms seriously

• This is RARE, but you may help someone by knowing 
about this reaction



Graphic Design by: Tricia Pendergrast @traependergrast



Continue to Follow The 
Developments

• remember me on Twitter 
@JennaMillerKC

• #tmpsmxards for stories or to follow



IN Summary-This is a thing

• Early recognition of this as an entity could possibly decrease severity if drug is 
stopped earlier

• Trimethoprim-Sulfamethoxazole can be associated with severe ARDS and 
prolonged ECMO need

• Trimethoprim-Sulfamethoxazole can be associated with a novel pathology finding 
called diffuse alveolar injury with delayed epithelialization



Thank you

Co Investigators:

Jennifer Goldman, Mari Mino-
Kenudson, Angela Shih and Martin 

Taylor

Clinical Coordinators and Support Staff

Esteban Marquez and Amy Moran

Graphic Designs

Ashley Saunders and Tricia Pendergrast 

To our patients and families who have been courageous in their quest 
to share knowledge and raise awareness
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