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In Reply We agree with Drs Du and Yuan that the optimal dos-
age of capecitabine is important and remains unclear. The regi-
men used in our study1 (650 mg/m2 twice daily continuously)
was selected based on the study by Stockler et al2 that dem-
onstrated no difference in efficacy between this metronomic
regimen and the intermittent regimen (1000 mg/m2 twice daily
on days 1-14 for 21 days). Our regimen resulted in fewer ad-
verse effects, including diarrhea, compared with the stan-
dard dose used in the CREATE-X trial,3 as mentioned by
Dr Chakrabarti and colleagues.

Capecitabine was given sequentially following adjuvant
chemotherapy in the SYSUCC-001 study but concomitantly
with adjuvant chemotherapy in the CBCSG-010 study.4 In these
2 studies, none of the clinicopathological parameters, includ-
ing nodal involvement, demonstrated a statistically signifi-
cant interaction with capecitabine benefit. Therefore, it is dif-
ficult to identify patients who benefit more based on current
studies. An exploratory analysis of pharmacokinetics and mo-
lecular biomarkers to predict the efficacy of capecitabine is on-
going by our group.

We agree with Chakrabarti and colleagues that neoadju-
vant chemotherapy (NAC) is widely used for TNBC, which
helped identify patients with nonpathological complete re-
sponse who may benefit from additional capecitabine in the
CREATE-X study.3 However, the CREATE-X study did not in-
clude patients with nonpathological complete response who
had received NAC containing platinum or immunotherapy.
Therefore, whether conclusions can be extrapolated to other
NAC regimens remains unknown. Our study was initiated 10
years ago, when most patients did not receive NAC. In fact, NAC
was used in less than 20% of patients with stage I-II disease
(accounting for 80% of patients in our study) in clinical prac-
tice during that era.5

Our study provides evidence supporting the use of ca-
pecitabine without NAC, which accounts for a considerable
proportion of patients currently. Overall survival in our study
was numerically but not statistically significantly improved
for several reasons, including limited sample size and poten-
tially imbalanced salvage treatment. However, it is important
to note that improvement in overall survival in the CREATE-X
study was drawn from subgroup analysis, which limits its sta-
tistical power.

Our study included patients with pathologic stage Ib-IIIc
disease without internal mammary or supraclavicular node

involvement, so only those with pT1b-3N0-3a disease were
included. All patients in our study had been clinically evalu-
ated as having operable disease, but some were staged up to
pN2-3a disease after surgery. These patients received adju-
vant treatment and were included in our study. Of the 94
events observed, 54 (57.4%) occurred in patients with stage
I-II disease and 40 (42.6%) in those with stage III disease.
There was no significant interaction effect between stage I-II
vs stage III disease and capecitabine benefit (P = .19). The dis-
similar distribution of radiotherapy between the 2 groups
was due to 8 patients who all received radiotherapy in the
control group but withdrew after randomization. We per-
formed a sensitivity analysis and found that the benefit of
capecitabine was consistent with the present outcome in
patients with or without radiotherapy.
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Management of Crohn Disease
To the Editor We would like to add 2 treatment options not
mentioned in the recent extensive review on the manage-
ment of Crohn disease by Drs Cushing and Higgins1 because
an estimated 6 million to 8 million people worldwide have
inflammatory bowel disease (IBD), of whom the majority live
in lower- and middle-income countries (LMICs) or lack access
to health insurance and drugs.2 The affordability and accessi-
bility to monoclonal biologic therapies for these patients
with IBD leaves local gastroenterologists with limited treat-
ment options.3 Under the United Nations Good Health
and Well-Being Sustainable Development Goal, the World
Health Organization has made accessibility to medicine
one of its priorities. Therefore, it is important to mention
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and investigate accessible and affordable therapies, espe-
cially for those who are treating patients with IBD without
significant resources.

The first option is to combine low-dose thiopurines
(approximately 25% of the normal dose) with allopurinol.
This combination therapy is effective for patients with IBD
who are considered shunters, those with subtherapeutic
6-thioguanine nucleotide (6-TGN) levels and high 6-methyl-
mercaptopurine levels.4 However, it is often too expensive
for patients to obtain these levels, and most LMICs lack the
facilities to perform 6-TGN measurements. If this combina-
tion treatment option is used, patients should be carefully
monitored for bone marrow suppression. Furthermore, thio-
purines, such as azathioprine and mercaptopurine, are well-
established maintenance treatments for IBD, which cost
approximately €1 to €3 ($1.19-$3.58) per day.5

Another effective and safe treatment option for IBD is the
thiopurine thioguanine. In the Netherlands, thioguanine is con-
ditionally registered and frequently used as maintenance
therapy for patients with IBD who do not respond to conven-
tional therapy with azathioprine and mercaptopurine.6

In the future, if biologic therapies become more available
and affordable, these therapies could be prescribed to pa-
tients with IBD in LMICs as either monotherapy or in combi-
nation with thiopurines.
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In Reply The goal of our Review1 was to provide an overview
of the management of Crohn disease for the internal medi-
cine community. Although there are important therapeutic
considerations in LMICs, we stress that the highlighted
medical approaches are complex and best managed by an
IBD subspecialist.

Thiopurines are purine analogs that have immunosup-
pressive effects and thus serve an important role in the medi-
cal management of Crohn disease. Thiopurines are not effec-
tive for induction of clinical remission in Crohn disease2

but are effective in the maintenance of remission.3 The 2 most
commonly used thiopurines, azathioprine and 6-mercapto-
purine, are metabolized by xanthine oxidase into the inactive
metabolite 6-thiouric acid, thiopurine methyltransferase
(TPMT) into the inactive metabolite 6-methylmercaptopu-
rine, and several enzymes into the active metabolites 6-TGNs.4

Before starting thiopurine therapy, gastroenterologists rou-
tinely check TPMT enzyme activity because patients with low
TPMT enzyme activity levels are more likely to shunt toward
increased production of 6-TGNs. High 6-TGN levels may be
associated with potentially life-threatening bone marrow
suppression; therefore, thiopurine therapy is deferred in
those with low TPMT enzyme activity. Alternatively, patients
with high TPMT enzyme activity may preferentially shunt
toward increased production of 6-methylmercaptopurine and
decreased production of active 6-TGN metabolites. As
Mr Bayoumy and colleagues mention, a strategy to improve
clinical response is to shift the metabolism toward 6-TGN pro-
duction by reducing the thiopurine dose to 25% of the nor-
mal dose and adding allopurinol. We emphasize that this strat-
egy should be performed with close laboratory monitoring and
implemented only by an experienced gastroenterologist given
the potential for significant bone marrow suppression.

Bayoumy and colleagues also discuss the use of thiogua-
nine for patients who do not improve with conventional thio-
purines and have limited access to biologic therapies. Rigor-
ous studies of thioguanine use in Crohn disease are limited, but
observational data suggests a clinical benefit with low-dose thio-
guanine therapy.5 This therapeutic approach fell out of favor due
to a high incidence (53%) of nodular regenerative hyperplasia6

and increased availability of effective biologic therapies. The use
of thioguanine as a treatment for Crohn disease involves close
laboratory monitoring, recognition of signs and symptoms con-
sistent with nodular regenerative hyperplasia, and manage-
ment by an experienced gastroenterologist.

Gastroenterologists must weigh several considerations
when making therapeutic decisions, including a patient’s
age, medical comorbidities, disease severity, and disease
behavior. Access to and affordability of medications are
also important considerations because the cost of many
biologic therapies is prohibitively high for most patients.
Patient assistance programs through companies or institu-
tional support mechanisms may be available to support
the cost of these medications. When unavailable, more
nuanced therapeutic approaches can be considered, as high-
lighted by Bayoumy and colleagues. However, such complex
therapeutic strategies should be reserved for IBD refractory
to conventional treatments and should be managed by
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gastroenterologists experienced with IBD and familiar with
the safety profiles of the medications.
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CORRECTION

Incorrect P Value and Figure Label Error: In the Original Investigation titled “Effect
of Mechanical Thrombectomy Without vs With Intravenous Thrombolysis on Func-
tional Outcome Among Patients With Acute Ischemic Stroke: The SKIP Random-

ized Clinical Trial,”1 published in the January 19, 2021, issue of JAMA, the P value
for the modified Rankin Scale score reduction (shift analysis) should have been re-
ported as .37 in the Results section and Table 2. Also, the labels in the forest plot
in Figure 3 should have been switched, so that “Favors intravenous thrombolysis
plus mechanical thrombectomy” was on the left and “Favors mechanical throm-
bectomy alone” was on the right. This article was corrected online.

1. Suzuki K, Matsumaru Y, Takeuchi M, et al; SKIP Study Investigators. Effect of
mechanical thrombectomy without vs with intravenous thrombolysis on
functional outcome among patients with acute ischemic stroke: the SKIP
randomized clinical trial. JAMA. 2021;325(3):244-253. doi:10.1001/jama.2020.
23522

Guidelines for Letters
Letters discussing a recent JAMA article should be submitted within 4
weeks of the article's publication in print. Letters received after 4 weeks
will rarely be considered. Letters should not exceed 400 words of text
and 5 references and may have no more than 3 authors. Letters report-
ing original research should not exceed 600 words of text and 6 refer-
ences and may have no more than 7 authors. They may include up to 2
tables or figures but online supplementary material is not allowed. All
letters should include a word count. Letters must not duplicate other ma-
terial published or submitted for publication. Letters not meeting these
specifications are generally not considered. Letters being considered for
publication ordinarily will be sent to the authors of the JAMA article, who
will be given the opportunity to reply. Letters will be published at the
discretion of the editors and are subject to abridgement and editing. Fur-
ther instructions can be found at http://jamanetwork.com/journals/
jama/pages/instructions-for-authors. A signed statement for author-
ship criteria and responsibility, financial disclosure, copyright transfer,
and acknowledgment are required before publication. Letters should be
submitted via the JAMA online submission and review system at https://
manuscripts.jama.com. For technical assistance, please contact
jama-letters@jamanetwork.org.

Section Editor: Jody W. Zylke, MD, Deputy Editor.

Letters

jama.com (Reprinted) JAMA May 4, 2021 Volume 325, Number 17 1795

© 2021 American Medical Association. All rights reserved.

Downloaded From: https://jamanetwork.com/ by a University of Amsterdam User  on 05/15/2021

mailto:phiggins@med.umich.edu
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jama.2020.18936?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.2921
https://dx.doi.org/10.1002/14651858.CD000545.pub4
https://dx.doi.org/10.1002/14651858.CD000067.pub3
https://dx.doi.org/10.1002/14651858.CD000067.pub3
https://dx.doi.org/10.1586/egh.10.59
https://dx.doi.org/10.1080/17474124.2017.1294062
https://dx.doi.org/10.1097/01.pas.0000128665.12063.97
https://dx.doi.org/10.1097/01.pas.0000128665.12063.97
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jama.2020.23522?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jama.2020.23522?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454
http://jamanetwork.com/journals/jama/pages/instructions-for-authors?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454
http://jamanetwork.com/journals/jama/pages/instructions-for-authors?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454
https://manuscripts.jama.com?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454
https://manuscripts.jama.com?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454
mailto:jama-letters@jamanetwork.org
http://www.jama.com?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jama.2021.5454

