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Comparing Outcomes of 
Antibiotic Drugs and 
Appendectomy (CODA)

What makes the CODA trial unique?

The CODA trial is the largest study of treatments for appendicitis 
to  date  an d th e  f i r s t  ever  la r ge - s c a l e  t r ia l  o f  t reatm ent s  fo r 
a p p e n d i c i t i s  i n  t h e  U n i t e d  S t a t e s .  C O D A  w a s  d e s i g n e d  a s  a 
pragmatic trial and launched at 25 dif ferent health systems across 
the US to represent a broad range of  pat ient s  and heal thcare 
s ys tems.  I t  was  conduc ted in  14 US s t ates  as  a  co l lab or at ion 
of  emer genc y medic ine phys ic ians ,  sur geons ,  heal th  ser v ices 
researchers,  and patient par tners .  By l imit ing study exc lusions, 
w e  r e c r u i t e d  a  b r o a d  g r o u p  o f  s t u d y  p a r t i c i p a n t s  t o  t r y  t o 
c apture the wide range of  appendic i t i s  in  the US populat ion. 
Our randomized cohor t inc luded: 

• The average age of  par t ic ipants is  38 years,  and 24% of 
par t ic ipants are over 50;

• 47% of par t ic ipants identi f y as Hispanic;

• 37% of par t ic ipants are women, and 34% speak Spanish 
as their  pr imar y language; 

• 4 0 % of  par t i c ipant s  have c o mm er c ia l  insur an c e,  an d 
18% of par t ic ipants have Medicaid

Addit ional ly,  the CODA tr ia l  inc ludes par t ic ipants with a broad 
range of appendicit is severit y.  Pr ior studies have excluded most 
p a t i e n t s  w i t h  t h e  t y p e  o f  a p p e n d i c i t i s  t y p i c a l l y  s e e n  i n  t h e 
United States.  CODA inc luded near ly al l  degrees of appendic i t is 
sever i t y,  as wel l  as pat ients who have an appendicol i th,  which 

is  a calc i f ied deposit  or s tone in the appendix that is  diagnosed 
by a C T scan.  Appendicol i ths are seen in ~27% of pat ients and 
are suspec ted of  be ing re lated to  more compl ic ated c ases  of 
appendic i t is .  S ince people with an appendicol i th have usual ly 
been excluded from clinical tr ials of treatments for appendicitis, 
t h e  C O D A  t r i a l  i s  t h e  f i r s t  t o  p r o d u c e  d a t a  t o  s u p p o r t  t h i s 
assumption regarding sever i t y.

What are the main f indings of CODA so far?

On Oc tober 25,  2021, the CODA tr ia l  team publ ished i t s  longer-
term outcomes in the New England Journal  of  Medic ine.  These 
result s  repor t on CODA par t ic ipants at  4 years fo l lowing their 
i n i t i a l  t r ea t m e n t  ( i .e . ,  a n t i b i o t i c s  o r  s u r ge r y) .  R ea d  t h e  f u l l 
repor t of  result s  here.

In  th e  C O DA t r ia l ,  we fo un d that  ant ib i o t i c s  wer e  n o t  wo r s e 
than surger y (cal led an appendec tomy),  based on a measure of 
general health and symptom resolution at 30 days. Approximately 
3 in 10 of  the par t ic ipants who took antib iot ics had to have an 
appendec tomy by 90 days af ter s tar t ing antib iot ics .  At 1 year, 
the rate of  appendec tomy among those ass igned to antib iot ics 
was 4 0% and about 50% by 3 and 4 years . 
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We found that par t ic ipants with a calc i f ied deposi t  or s tone in 
their  appendix ,  cal led an appendicol i th,  were at  higher r isk for 
compl icat ions than those without an appendico l i th .  Increased 
r i sk  o f  ap p en d e c to my in  p ar t i c ip ant s  w i th  ap p en di c o l i th  w as 
obser ved mainly in the f i r s t  4 8 hours af ter randomizat ion,  and 
the assoc iat ion was largely reduced thereaf ter.  Appendec tomy 
was more common among those wi th appendico l i th  compared 

with those without appendicol i th at  1 year (52% vs 36%) and at 
2 years (54% vs 43%).

Participants in the antibiotics group spent more time in healthcare 
set t ings (emergenc y depar tment,  hospital ,  urgent care c l in ics , 
etc .)  but repor ted fewer missed days of  work than those in the 
surger y group.
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