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Hodgkin Lymphoma in Adults
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Summary

Background: Hodgkin lymphoma is the most common neoplasm in young adults, with an incidence of 2 to 3 cases per 100 000
persons per year. Risk-adapted chemotherapy and radiotherapy usually lead to cure. Finding ways to lessen the treatment-
associated morbidity and mortality is a major goal of current research.

Methods: For the creation of an updated guideline (DKH grant number 111778), a systematic literature search was carried out in
medical databases (MEDLINE, CENTRAL) and guideline databases (GIN) (search dates: January 2012 to June 2017).

Results: Results from 10 meta-analyses, 89 randomized and controlled trials, and 81 prospective or retrospective trials were
evaluated. The use of positron emission tomography (PET) is strongly recommended in the initial diagnostic evaluation, as well
as for the guidance of treatment in advanced stages. In early stages, two cycles of ABVD (doxorubicin, bleomycin, vinblastine,
and dacarbazine) and involved-site radiotherapy (IS-RT) at a dose of 20 Gy are recommended. For the treatment of intermedi-
ate stages, two cycles of escalated BEACOPP (bleomycin, etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine,
and prednisone) + two cycles of ABVD and 30 Gy IS-RT are recommended. In advanced stages, two cycles of escalated
BEACOPP are administered, and then PET is performed for the guidance of further treatment: two further cycles of escalated
BEACOPP are recommended if the PET is negative and four further cycles if it is positive, followed by radiotherapy of PET-
positive residual tumor tissue. The five-year survival of patients with Hodgkin lymphoma is 95%. In case of disease recurrence,
high-dose chemotherapy followed by autologous stem-cell transplantation is performed, and targeted drugs including brentuxi-
mab vedotin, nivolumab, and pembrolizuab are used.

Conclusion: The highly favorable long-term prognosis of HL necessitates careful consideration of the intensity of treatment as
well as thorough follow-up to enable the detection of late sequelae, such as second tumors or organ damage.
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o the use of positron-emission tomography com-
bined with computed tomography (PET/CT) for
the diagnostic evaluation and staging of HL and
for treatment guidance in advanced stages,

o the role and technique of radiotherapy in early and
intermediate stages,

o treatment recommendations for patients with
advanced-stage or recurrent HL,

® and recommendations concerning follow-up.

the lymphatic system with an incidence of 2 to 3

cases per 100 000 persons per year (1). It is the

most common neoplasm in young adults and has two inci-

dence peaks—one in the third decade of life and one after

age 55. 5-year overall survival rates of more than 90%

can be achieved with combined chemotherapy and radio-

therapy. Therefore, finding ways to lessen the treatment-

associated morbidity and mortality is now a major goal of
scientific research and clinical trials.

The world’s first evidence-based, consensus-

| | odgkin lymphoma (HL) is a malignant disease of

Method

derived S3 guideline for HL was issued in 2013 (2).
The update of this guideline incorporates new data
and their implications for the diagnostic evaluation,
treatment, and follow-up of HL patients. Significant
changes from the initial guideline include the follow-
ing:
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Guideline concept and development

This updated S3 guideline was developed by an inter-
disciplinary group including clinicians, methodolo-
gists, patient representatives, and delegates from 18
medical specialty societies (eSupplement) and the Ger-
man Hodgkin Study Group (GHSG) under the aegis of
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the German Society for Hematology and Oncology.
The latter society publishes the 1. German Guideline
Program in Oncology (Leitlinienprogramm Onkologie,
LO), a joint project of the Association of Scientific
Medical Societies in Germany (Arbeitsgemeinschaft
der Wissenschaftlichen Medizinischen Fachgesell-
schaften, AWMEF), the German Cancer Society
(Deutsche Krebsgesellschafi, DKG) and German Cancer
Aid (Deutsche Krebshilfe, DKH) (grant no. 111778).
Key questions concerning patient-relevant end-
points were defined, and a systematic literature search
was carried out. The retrieved publications were
examined for relevance, trials were assessed for
methodological quality and potential biases, and data
were extracted. To the degree that the trials were
clinically homogeneous, effect estimators were deter-
mined for direct comparisons with the random-effects
model. The quality of the evidence (degree of
confidence in the effect estimators) was assessed
using the GRADE approach for each of the endpoints
that had been defined a priori. The method is exten-
sively described in the eMethods. The involved
specialty societies, organizations, experts, and other
participants are listed in the eSupplement. The recom-
mendation grades and degrees of confidence in the
evidence for each endpoint are listed in the eTable.

Results

The updated literature searches yielded 10 499 poten-
tially relevant references. The ones selected for use in
updating the guideline, because they provided answers
to the key questions asked, included 10 systematic re-
views with meta-analyses, 89 randomized controlled
trials, and 81 prospective or retrospective studies
(Figure). A total of 14 new recommendations were
issued, 77 of the existing recommendations were
updated, and 80 were kept unchanged.

The long and short versions of the guideline and
the guideline report can be read at www.awmf.org and
www.leitlinienprogramm-onkologie.de/leitlinien/.
The updated guideline for patients is expected to be
published in the autumn of 2018.

Diagnostic evaluation and staging

HL generally becomes symptomatic with the painless
enlargement of peripheral lymph nodes. B symptoms
(involuntary loss of more than 10% of body weight in 6
months or less; fever above 38°C; night sweats) and
other disease-associated symptoms such as alcohol-
induced pain or itching may arise as well. For
lymphadenopathy of unknown cause that progresses or
persists for more than four weeks, further diagnostic
evaluation is strongly recommended (expert consen-
sus). To do so, excisional biopsy of an entire lymph
node for histopathological examination is strongly
recommended (expert consensus).

It is strongly recommended that a reference
pathologist confirms the diagnosis of HL(expert
consensus). A diagnostic evaluation for the extent of
disease (PET/CT and chest x-ray) and organ function

tests and, where appropriate, actions for fertility
preservation are strongly recommended to be
completed within four weeks of the initial diagnosis
(expert consensus).

Bone-marrow puncture is strongly not recom-
mended if a PET/CT has been performed (grade A
recommendation) (3). The treatment of HL is adapted
to the stage of disease. The criteria determining
early-, intermediate- or advanced-stage include not
only the clinical stage according to the Ann Arbor
classification (Table), but also the presence or absence
of various risk factors, among which are:

© mediastinal tumor > 1/3 of the maximal transverse

diameter of the chest

® extranodal involvement

® involvement of > 3 lymph node areas

o clevated erythrocyte sedimentation rate (ESR) of

>50 or 30 mm/hr in patients without or with B
Ssymptoms.

Early stage

When early-stage HL is initially diagnosed, it is
strongly recommended that the patient is treated with
combined chemotherapy and radiotherapy (grade A
recommendation) (4). After two cycles of ABVD
(doxorubicin, bleomycin, vinblastine, and dacarbazine;
grade A recommendation) (5, 6), it is strongly
recommended to administer 20 Gy of involved-site
radiotherapy (IS-RT) (grade A recommendations, over-
all survival [0S] 96.6% at 5 years and 94% at 10 years)
(5, 7). In individual cases, a PET/CT may be performed
after two cycles of ABVD to guide further
therapy—e.g., to omit consolidating radiotherapy in
young women with mediastinal or axillary involvement
who have a negative PET/CT, in the knowledge that the
tumor control rate will be lower (expert consensus);
there is no obligatory reimbursement for PET/CT in
this setting in the German legally mandated health-
insurance scheme (4, 8). In such cases, in analogy to the
British RAPID study and the European HI10F study,
consolidating treatment with 1-2 additional cycles of
ABVD is indicated (9, 10). 1. The current reimburse-
ment status of PET/CT is described in the Box. Second-
ary neoplasias arose with an elevated standardized inci-
dence of 2.1 during ten years of follow-up after two
cycles of ABVD + 20 Gy involved-field (IF)-RT and
were the most common cause of death (2%) (11).

Intermediate stage

For patients with intermediate-stage HL a combination
of four cycles of chemotherapy and localized radio-
therapy is strongly recommended (grade A
recommendation) (11-13). In the HD14 trial of the
German Hodgkin Study Group, a significantly higher
rate of tumor control was achieved with two cycles of
escalated BEACOPP (bleomycin, etoposide, doxorubi-
cin, cyclophosphamide, vincristine, procarbazine, and
prednisone) followed by two cycles of ABVD (“2 + 27)
than with four cycles of ABVD (5-year progression-
free survival [PFS] 95.3% versus 89.3%; S-year overall

Deutsches Arzteblatt International | Dtsch Arztebl Int 2018; 115: 535-40



survival [OS] 97.2% versus 96.8%), with comparable
acute toxicity (WHO grade III/IV: thrombocytopenia
21.9%, leukocytopenia 79%, infection 7.3%, nervous
system 3.2%). Thus, patients up to age 60 should be
primarily treated with “2 + 2.” If escalated BEACOPP
is contraindicated or refused by the patient, the alter-
native treatment should be with four cycles of ABVD
as the next-best option (grade B recommendations)
(11-14).

After systemic treatment, except in the setting of
clinical trials, treatment with 30 Gy of consolidating
IS-RT is strongly recommended (grade A recommen-
dation for consolidating radiotherapy; grade A
recommendation for IS- rather than IF-RT) (4, 7)
(grade A recommendation for 30 Gy after four cycles
of ABVD, grade B recommendation for 30 Gy after
“2+27) (11, 12).

PET/CT findings should not be used to justify devi-
ations from treatment standards outside of clinical
trials (grade B recommendation; PET/CT not
reimbursable by the German mandatory health insur-
ance scheme) (8).

In individual cases, in analogy to the recommen-
dation for early-stage patients with a negative PET/
CT after systemic therapy, consolidating IS-RT may
be dispensed with after weighing of the individual
risk for RT-associated morbidity against the increased
risk of recurrent HL (9, 10).

Advanced stage

For patients with advanced HL who are < 60 years old
treatment with escalated BEACOPP chemotherapy
followed by 30 Gy of irradiation of residual PET-
positive lymphomas measuring > 1.5 cm after chemo-
therapy is strongly recommended (grade A recommen-
dation) (15, 16). The total number of chemotherapy
cycles depends on the early response after two cycles of
escalated BEACOPP. It is strongly recommended to
treat patients whose PET/CT at this point already
reveals complete metabolic remission with a total of
four cycles of escalated BEACOPP (5-year PFS,
92.2%; 5-year OS, 97.7%). Patients who have not yet
achieved a metabolic remission on PET/CT are
strongly recommended to receive a total of six cycles of
escalated BEACOPP (5-year PFS, 88.3%; 5-year OS,
95.5%) (grade A recommendation) (17).

Patients over the age of 60 are more likely to
develop severe toxicity and thus BEACOPP-based
chemotherapy protocol should not be given
(treatment-associated mortality, 14.3% in patients over
age 60, versus 0.7-3.8% in patients under age 60 [expert
consensus]) (18, 19). As long as polychemotherapy is
not contraindicated, these patients should be treated with
two cycles of ABVD followed by four to six cycles of
AVD (doxorubicin, vinblastine, and dacarbazine) and
local treatment of residual lymphomas measuring > 1.5
cm with 30 Gy of radiotherapy (19, 20). Alternatively,
they can be given six to eight cycles of PVAG (predni-
sone, vinblastine, doxorubicin, and gemcitabine)
followed by local treatment of residual lymphomas
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Results of the systematic literature searches in the MEDLINE and CENTRAL medical

databases and the selection of evidence with relevance to the guideline.

TABLE

Ann Arbor Staging Classification for Hodgkin Lymphoma

Involvement of a single lymphatic site
or

localized involvement of a single extralymphatic organ or site

the diaphragm
or

the diaphragm

Involvement of two or more lymph node regions on the same side of

localized involvement of a single extralymphatic organ or site in as-
sociation with regional lymph node involvement on the same side of

organs on both sides of the diaphragm

Involvement of two or more lymph node regions or of extralymphatic

Stage IV

volvement

Non-localized, diffuse or disseminated involvement of one or more
extralymphatic organs, with or without associated lymph node in-

LUl B symptoms are absent.

Addendum B

within the preceding 6 months.

B symptoms are present: fever (temperature >38°C), drenching
night sweats, and/or unexplained loss of >10% of body weight

measuring > 1.5 cm with 30 Gy of radiotherapy (expert
consensus) (21).

Nodular lymphocyte-predominant
Hodgkin lymphoma
Nodular lymphocyte-predominant Hodgkin lymphoma
(NLPHL) accounts for approximately 5% of cases of
HL. It tends to progress more slowly than classic HL
(cHL) and is usually diagnosed in an early stage. The
malignant cells are characterized by obligate
expression of CD20 along with CD30-negativity (22).
For patients who have stage IA NLPHL without
risk factors treatment with radiotherapy alone is
strongly recommended. High rates of PFS and OS can
be achieved with 30 Gy IF-RT as the sole treatment
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The Reimbursement of Positron-Emission Tomography
Combined with Computed Tomography (PET/CT) in Germany

The reimbursement of PET/CT by the legally mandated German health
insurance carriers is not currently guaranteed for all of the indications
recommended in this guideline. In situations where it is not guaranteed, there
is a corresponding warning in the guideline. From May 2018 onward, the
carriers have covered the costs of interim PET/CT for therapeutic decision-
making in advanced Hodgkin lymphoma. Until then, the guideline on methods
of patient care for physicians working in the legally mandated insurance
system (Richtlinie ,Methoden vertragsérztliche Versorgung®) already contained
the following statement (Chap. 14 — §1): “PET can be performed as a
reimbursable procedure for the following indications, as long as the conditions
in §§2 and 3 are met: [...] 6. For decision-making with regard to radiotherapy
for residual tumors of Hodgkin lymphoma after chemotherapy that have been
detected by CT and measure more than 2.5 cm in diameter” (e1). A further
paragraph was added on 17 May 2018: “9. For decision-making with regard to
the necessary number of cycles of chemotherapy for Hodgkin lymphoma in an
advanced stage after two cycles of chemotherapy in conformity with the
relevant guidelines” (e2).

(8-year PFS 91.9%, 8-year OS 99%) (23). Nonethe-
less, as recommended by the International Lymphoma
Radiation Oncology Group (ILROG), the guideline
states that 30 Gy IS-RT rather than IF-RT should be
given (expert consensus) (7). All NLPHL patients
who have risk factors or are not in stage A are
strongly recommended to be treated in the same way
as patients with cHL (expert consensus).

Patients with histologically confirmed recurrences
of NLPHL can be treated with the standard therapy
for recurrent cHL, namely high-dose chemotherapy
followed by autologous stem-cell transplantation
(24). Alternative treatments, such as the admin-
istration of anti-CD20 antibodies, conventional
chemotherapy, or radiotherapy, can be considered in
the light of a number of factors, including prior treat-
ments, the stage at the time of recurrence, and the in-
terval between first-line treatment and the diagnosis
of the recurrence (expert consensus) (25).

Recurrent or refractory Hodgkin lymphoma

Up to 20% of patients with HL, depending on their risk
group and initial treatment concept, develop either pri-
mary progression or recurrent disease. If no older than
60, such patients should be given high-dose BEAM
chemotherapy (carmustine, etoposide, cytarabine, and
melphalan) and ASCT (freedom from treatment failure
at 3 years, 55% with ASCT versus 34% without; grade A
recommendation) (26). Before this is done, they should
receive salvage therapy with two cycles of DHAP
(dexamethasone, high-dose cytarabine, and displatin;
response rate 89%, WHO grade III/IV toxicity 48%,
grade B recommendation). A PET/CT is strongly recom-
mended to be obtained to assess the treatment response

and the risk profile (grade A recommendation) (27).
Patients with high-risk recurrences should receive both
consolidation chemotherapy (double high-dose and/or
brentuximab vedotin) and consolidating radiotherapy
(grade B recommendation) (28, 29).

Patients over age 60 may also be treated with
high-dose chemotherapy and ASCT if they are in
good general condition (expert consensus). Patients
for whom ASCT is not feasible are strongly
recommended to betreated with brentuximab vedotin,
chemotherapy, or radiotherapy (grade A recommen-
dation ).

Patients with recurrences after ASCT should be
treated with brentuximab vedotin (response rate 75%,
WHO grade III/IV toxicity 55%, grade B recommen-
dation) (30). Second recurrences after treatment with
brentuximab vedotin should be treated with PD1 anti-
bodies (nivolumab or pembrolizumab), which have
been approved for use in this situation (response rates
66.3% and 69%, respectively, WHO grade IHI/IV
toxicity 5% and 2.4%, respectively, grade B recom-
mendation) (31, 32).

In patients with recurrent HL, treatment with
myeloablative allogeneic stem-cell transplantation is
strongly not recommended because of the high
treatment-associated mortality (grade A recommen-
dation). Allogeneic stem-cell transplantation after
reduced-dose (non-myeloablative) conditioning may be
performed in individual cases to treat recurrences after
ASCT in patients who are still in good general condition
and who achieved at least partial remission after their
last systemic treatment (grade 0 recommendation) (33).
The stem cells used for this purpose may be taken from
suitable related or unrelated donors; haplo-identical or
umbilical-cord stem cells can be used as well (grade 0
recommendation).

Follow-up

Patients with HL are strongly recommended to be fol-
lowed up regularly: every 3 months in the first year
after treatment, every 6 month in the second through
fourth years, and annually thereafter. It is strongly rec-
ommended for each medical follow-up appointment to
include history-taking, physical examination, and a
complete blood count (expert consensus). Radiological
imaging should not be performed routinely in asymp-
tomatic patients who were in documented remission of
HL after the end of treatment (grade B recommen-
dation). If a recurrence is suspected, it is strongly
recommended to confirm it or rule it out by appropriate
radiological imaging followed by a biopsy (expert
consensus).

Patients who were treated with chemotherapy and/or
radiotherapy are at risk for the development of a second-
ary malignancy (40-year cumulative incidence in 3905
patients treated for HL from 1965 to 2000, 48.5%; this is
to be compared with the 19% expected incidence of
malignancies in the general population [34]) and other
late sequelae of treatment (20, 34-38). Therefore it is
strongly recommended to urgently advise them to
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undergo the recommended tests for the early detection of
cancer (expert consensus). Intensified screening for
breast cancer is strongly recommended for women who
underwent axillary and/or thoracic radiotherapy when
they were less than 30 years old, or who underwent
radiotherapy with unusually large treatment fields. In-
tensified screening should be performed eight years after
the end of treatment, but not before the patient is 25
years old. It should include magnetic resonance imaging
as well as semiannual diagnostic palpation and annual
ultrasonography (grade B recommendation).

At each follow-up examination, it is strongly
recommended to ask the patient about symptoms that
might indicate late sequelae of treatment (grade A
recommendation). Asymptomatic patients who re-
ceived either chemotherapy containing anthracycline
or mediastinal radiotherapy at a dose of 20 Gy or
more should undergo -electrocardiography, echo-
cardiography, and an examination to detect or rule out
coronary heart disease (standardized mortality ratio
due to a fatal myocardial infarction after chemo-
therapy with ABVD alone: 7.8 [39]) (grade B
recommendation).

Asymptomatic patients who received both chemo-
therapy containing anthracycline and mediastinal
radiotherapy at a dose of 20 Gy or above should
undergo electrocardiography and echocardiography
five years after treatment and an examination to de-
tect or rule out coronary heart disease ten years after
the end of treatment (standardized mortality ratio due
to a fatal myocardial infarction after chemotherapy
with ABVD in combination with supradiaphragmatic
radiotherapy: 12.1 [18] [expert consensus]). It is
strongly recommended that the serum level of
thyroid-stimulating hormone (TSH) is measured once
a year in patients who underwent radiotherapy in the
vicinity of the thyroid gland (risk of thyroid dysfunc-
tion in 1677 patients after 20 years: 52% [40] [grade
A recommendation]).

Patients who underwent chemotherapy containing
bleomycin and/or pulmonary or mediastinal radio-
therapy should undergo pulmonary function testing,
including measurement of the diffusing capacity, 12
months after the end of treatment (grade B recommen-
dation). If gonadal damage is suspected, this should be
investigated in consultation with a specialist (grade B
recommendation). Patients complaining of chronic
fatigue should be referred to a physician or psychologist
with experience in the management of this condition
(expert consensus).

Overview

The updated evidence- and consensus-based S3
guideline on the diagnosis, treatment, and follow-up
of Hodgkin lymphoma contains many changes and
new features compared to the original guideline of
2013. In particular, PET/CT is now assigned a more
important role in diagnostic evaluation and treatment
guidance. More research is needed on this matter,
however.
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Key messages

® Positron-emission tomography combined with computed tomography (PET/CT)
plays an increasing role in the diagnosis and staging of Hodgkin lymphoma (HL)
and in the guidance of treatment for patients with advanced-stage disease.

® Patients < 60 with advanced HL and a negative PET/CT after two cycles of
escalated BEACOPP 1. are adequately treated with a total of four cycles.

® PET/CT-guided treatment is not standard for patients in early and intermediate
stages of HL.

® The prognosis of patients with multiply recurrent HL can be improved by treatment
with brentuximab vedotin, nivolumab, or pembrolizumab.

® The favorable prognosis of HL implies that patient follow-up is very important for the
detection and treatment of the late sequelae of treatment for HL.

A number of drugs have been approved in the last
few years for the treatment of patients with multiply
recurrent HL on the basis of findings from prospec-
tive trials. Because of the generally favorable long-
term prognosis of the disease, follow-up is important.
Here, too, findings from further research would be
desirable.
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eMETHODS

Guideline Concept and Development

his updated S3 guideline on Hodgkin lymphoma
Twas created from September 2014 to December

2017 by an interdisciplinary group including clini-
cians, methodologists, patient representatives, and dele-
gates from 18 medical specialty societies (eSupplement)
and the German Hodgkin Study Group (GHSG) under the
aegis of the German Society for Hematology and
Oncology. German Guideline Program in Oncology
(Leitlinienprogramm Onkologie, LO), a joint project of
the Association of Scientific Medical Societies in
Germany (Arbeitsgemeinschaft der Wissenschaftlichen
Medzinischen Fachgesellschaften, AWMF), the German
Cancer Society (Deutsche Krebsgesellschaft, DKG) and
German Cancer Aid (Deutsche Krebshilfe, DKH) (grant
no. 111778). The first step was an online survey in which
the key questions that were to be updated or newly
introduced were identified, assigned priorities, and agreed
upon by consensus. The patient-relevant endpoints for
each key question were assigned priorities by the panel
members and patient representatives in accordance with
the GRADE approach (e3).

The systematic literature search began with a
search for evidence-based guidelines in the database
of the Guideline International Network (www.
g-i-n.net). No report on methods (a prerequisite for
guideline adaptation) could be found for any of the
published guidelines, so previously developed search
strategies were updated or new search strategies
created. The methodological and content-related
inclusion and exclusion criteria were prospectively
defined and implemented by a librarian with experi-
ence in the medical terminology of MEDLINE and
the CENTRAL database of the Cochrane Library. In
addition to systematic reviews and randomized con-
trolled trials (RCTs), non-randomized prospective
studies, cohort studies, or studies of the accuracy of
diagnostic tests were sought for certain key questions.
All publications retrieved by the search strategies

were independently evaluated by two scientists for
their potential relevance to the guideline.

The studies that were included were independently
assessed by two review authors for methodological
quality and potential biases, and the data were
extracted with the aid of a standardized data-
extraction form. To the degree that the trials were
clinically homogeneous, effect estimators were deter-
mined for direct comparisons with the random-effects
model.

The quality of the evidence (degree of confidence
in the effect estimators) was assessed with the
GRADE approach for each of the endpoints that had
been defined a priori, and this information was made
available to the authors and delegates through the use
of the GRADEpro GDT software (https://gradepro.
org/). The consensus-finding process was carried out
under the guidance and collaboration of two neutral
moderators who were trained and experienced in
consensus-finding techniques. Recommendations re-
ceiving at least 75% of all votes were considered to
have been accepted. Recommendations receiving at
least 95% of all votes were considered to have been
accepted with a strong consensus.

A working group consisting of experts, patient
representatives, guideline-method experts, and
representatives of the clinical cancer registries and
the DKG certification system revised the guideline-
based quality indicators using a methodologically
standardized process (e4). Four additional quality
indicators were derived from the new strong
recommendations. These indicators, in addition to
five that had already received a consensus in the
creation of the initial guideline, can in the future be
documented in the national cancer registries in
order to enable evaluation of the disease-specific
care of adult patients with HL in conformity with
the guideline.
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eTABLE

Recommendation grades and the quality of the evidence

Recommendation grades

Grade Description Term

A Strong recommendation ,strongly recommended “
B Recommendation ,should*

0 Open recommendation ,may*

Quality of the evidence
Evidence level Definition Symbol

High quality We are very sure that the true effect is near the e+t
estimated effect.

Moderate quality We have a moderate degree of confidence in the +t+-
effect estimators: the true effect is probably near the
estimated effect, though the possibility remains that
the two differ to a relevant degree.

Low quality We have limited confidence in the effect estimators: | ++——
the true effect may well differ to a relevant degree
from the estimated effect.

Very low quality We have very little confidence in the effect t---
estimators: the true effect probably differs to
a relevant degree from the estimated effect.

Deutsches Arzteblatt International | Dtsch Arztebl Int 2018; 115: 535-40 | Supplementary material



