Evidence-Based AGIHO
Guideline Update (2026)

Prophylaxis of Infectious
Complications with G-CSF
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THE CLINICAL BLUEPRINT: TRAJECTORY OF FEBRILE NEUTROPENIA (FN)

PART 1 PART 2 PART 3
THE THREAT THE CONSEQUENCE THE INTERVENTION
Intercepts the cascade
Patient Cytotoxic SEVEI‘E/PI’O'O“QEC’ before FN develops.
Blotogy Treatment Neutropenia
Intensity
g Prophylactic
: G-CSF
Malignancy

Type

. i, TR Broad-Spectrum Critical
Hospitalization Antibiotic Treatment

Exposure Delays
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THE 10-YEAR DELTA

2014
FOUNDATION

2026
INNOVATIONS

Hodgkin Lymphoma

BrECADD and BV+AVD as new
standards requiring active G-CSF.

Proven shortening of neutropenia
and hospitalization.

Standard ABVD without routine G-CSF

Acute Myeloid Leukemia

Ambiguous benefit
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BT,
Not addressed |

Safe integration with CAR-T and Bispecific
Antibodies for ICAHT management.

Pharmacolo P :
Sule)/ Biosimilar equivalence and emergence of

Pegfilgrastim dominance non-pegylated Efbemalenograstim alfa.
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THE CLINICAL BLUEPRINT: Er—
DECODING ESCMID CRITERIA FOR quide al specfc diease
EVIDENCE-BASED PRACTICE 2 e i

Column II:
Column I: Well-designed trials without Column lll:
Properly designed RCTs randomization (Cohorts, Meta- Expert opinion / Authorities
analyses [lIr], Uncontrolled [llu])

B: Moderately support

C: Marginally support

Level of Evidence (LoE)

Strength of Recommendation (SoR)
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Section O1

Solid Tumors
Tumors

Prophylactic protocols based
on FN risk stratification.
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THE CLINICAL BLUEPRINT: SOLID TUMOR PROPHYLAXIS

Expected FN
Risk > 20%

Indication m
for G-CSF
Expected FN . C;En:(cal Indication
Risk 10-20% 15 for G-CSF
Factors

O

Expected FN No Indication
Risk <10% for G-CSF

Reaffirms German S3, ASCO, and ESMO guidelines regarding chemotherapy-associated neutropenia.
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Section 02
Lymphomas

Navigating B-NHL and evolving
Hodgkin regimens.
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Non-Hodgkin Lymphoma (NHL): Timing & Efficacy

Efficacy vs. Dose Intensity Drug Equivalency The Timing Rule

Overall Survival
[ Lipegfilgrastim } | Peg-G-CSF | I I I I .

Day 1 Days 2-4
(Chemo)

DO NOT Optimal G-CSF

e, ADMINISTER administration

: ' _ (Higher FN window
Increasing dose intensity Lipegfilgrastim is non-inferior incidence)

with G-CSF yields no clear : : :
Overall Survival benefit. in elderly R-CHOP patients.

[SoR: C-1} m [SoR: B-Ilu]
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Hodgkin Lymphoma: The Paradigm Shift
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Legacy Standard: ABVD

| =] |

Primary G-CSF is NOT routinely
recommended.

[SoR: C-llu]

Warning: G-CSF may increase the risk
of bleomycin-induced lung toxicity.

Safely administered in full dose
Intensity without G-CSF.

New Standard: BV+AVD / N+AVD

L)

Elderly Patients + Comorbidities:
Primary G-CSF Prophylaxis
Strongly Recommended.

[SoR: A-llu]

Younger Patients:
Moderately Recommended.

[SOR: B-llu]

Specifically for Advanced Classical HL (cHL).
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Intensive Regimens: Escalated BEACOPP & BrECADD

Primary G-CSF prophylaxis is strictly mandatory
for all patients undergoing eBEACOPP or
BrECADD first-line therapy to reduce incidence
of grade 3 neutropenia and FN.




Section 03

Acute

Leukemias

Optimization of
neutropenia recovery




Acute Myeloid Leukemia (AML): Shifting the Paradigm
The Reality The Caveat

While it does not improve Overall Survival
ISoR: C-1], sub-analyses prove G-CSF

significantl}/ascr;gg?rfgocgtié:_al]l morbidity .=====
1 Q4 |

L

Restrictive Use Caveat:

Do not use before Day 14 if early blast
clearance is being assessed to
prevent confounding diagnostics.

Neutropenia Hospitalization  Antibiotic
duration time use

& NotebookLM



Acute Lymphoblastic Leukemia (ALL)

Induction Phase Consolidation Phase

Frequent / Repetitive Chemotherapy Cyclical Therapies

ACTION: ACTION:
Utilize Conventional G-CSF. Utilize Long-Acting G-CSF.

[SoR: A-lir] [SoR: A-lir]




Section 04

The Immunotherapy
Frontier

Managing toxicity in CAR-T
and Bispecific Antibodies
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CAR T-Cell Therapy: Managing ICAHT

Immune Effector Cell-Associated |
Hematotoxicity (ICAHT) G-CSF administration
does NOT increase
severe Cytokine Release
Syndrome (CRS) or

ICANS.

CAR-T cell

Clinical Protocol

* Recommended in neutropenia. [ ks 201

* Hematopoietic stem cell boost serves as a
Cytokine-mediated stem cell life-saving backup for prolonged/refractory
quiescence / Pancytopenia neutropenia (<20% of patients).
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CAR-T cell
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Bispecific Antibodies (BsAb): The Risk Matrix

Risk is highly dependent on both the engineered drug and the disease
pathology. G-CSF must be tailored to the specific agent.
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Low Risk High Risk
Tarlatamab (Small Cell Mosuneuzumab Blinatumomab Multiple yeloma

Lung Cancer) - 12% (DLBCL) - 25% (B-ALL) -45%  drugs - 22.1% to 64.2%
neutropenia, 0.5% FN neutropenia neutropenia grade 3 neutropenia

Severe Neutropenia Risk Spectrum (Grade 3-4)
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BsAb: Critical Timing & Contraindications

» Consider G-CSF for treatment- » DO NOT administer G-CSF
related neutropenia. during step-up dosing.

v Continue BsAb therapy if X DO NOT administer during
cytopenia is suspected to be active Cytokine Release
caused by lymphoma bone Syndrome (CRS) due to critical
marrow infiltration. (E58:all) symptom overlap between FN

and CRS.
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Section 05

Next-Generation
Pharmacology

Biosimilars and novel
protein formulations.




The Biosimilar Mandate

Therapeutic non-inferiority is conclusively proven across multiple endpoints.
Biosimilars are highly recommended as the standard of care.

FN Reduction Neutropenia Infection-related Financial Cost
Equivalence Shortening Mortality Efficiency

[SOR: A-l / A-lIh]
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Efbemalenograstim alfa (EMGA): The Anti-PEG Solution

Problem Solution
anti-PEG antibodies

&- ” PEG from cosmetics/laxatives
‘N - 2 /
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PEfi 4_‘ ’ F;EG (human IgG2-Fc)

= 3rd-generation, long-acting fusion protein.
Clinically non-inferior to pegfilgrastim.

» Reduces time with grade 4 neutropenia
(3.9 to 1.3 days).

* Lowers cycle 1 FN rate (25.6% vs 4.8%).

)ﬂ' PEG \ q._\{

PEG exposure reduces efficacy
and increases adverse effects
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Secondary Application of G-CSF

Initial
Chemotherapy

Cycle

Curative Intent Reactive Morbidity Reduction
Maintain Dose Intensity: Apply G-CSF Following an FN event in a previous
to speed granulocyte recovery and chemotherapy cycle, secondary application
prevent dose reduction in curative Is recommended to mitigate FN incidence in

settings. in subsequent cycles.
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