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Gene

TF

Pri

er sequences

Forward:AACCCACCAACTATACCTACACT

Reverse:GTCTGTGAGGTCGCACTCG

PARL

Forward:GGCGCTTGCTGATCGTC

Rreverse:CGTAGCATCTGTCCTCTCTGA

CCL2/MCP-1 Forward: TTAAAAACCTGGACTGGAACCAA
Reverse:GCATTAGCTTCAGATTTACGGGT

CXCL10/1P-10 Forward: TGAATCCGGAATCTAAGACCATCAA
Reverse: AGGACTAGCCATCCACTGGGTAAAG

GAPDH Forward:GCTACACTGAGGACCAGGTTGTC

Reverse:AGCCGTATTCATTGTCATACCAGG






OPS/images/fphar-14-1205062/fphar-14-1205062-g001.gif
e






OPS/images/fphar-14-1205062/fphar-14-1205062-g002.gif





OPS/images/fphar-14-1200254/fphar-14-1200254-t001.jpg
Of reported ADEs Ratio (

1 Gender
Male 5043 2377
Female 14872 7011
Unknown 1298 612
Age group, (y)
<18 89 042
18-59 4085 1926
260 | 4557 | 2148
Unknown 12482 58.84

Reported Countries

United States 15134 7134
Canada 779 367
Japan 393 185
Germany ‘ 383 181

Brazil 222 1.05
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PT

SOC

PRR (x2)

ROR (95

Nasopharyngitis Infections and infestations 465 2,946 (597.479) 299 (2.727-3.278)
Urinary tract infection Infections and infestations 439 3,016 (590.619) 3,058 (2.782-3.362)
Acne Skin and subcutaneous tissue disorders 407 12867 (4356.46) 13.099 (11.863-14.464)
Infection Infections and infestations 304 2446 (258.89) 2467 (2202-2.763)
Herpes zoster Infections and infestations 304 5,858 (1211.036) 5.928 (5.291-6.643)
Sinusitis Infections and infestations 278 3.166 (409.242) 3.194 (2837-3.597)
Blood cholesterol increased Investigations 189 3.919 (406.277) 3,945 (3417-4.555)
Bronchitis Infections and infestations 144 2123 (84.351) 213
(1.808-2.51)
Hepatic enzyme increased Investigations 137 2323 (101.801) 2332
(1.97-2.759)
Upper respiratory tract infection Infections and infestations 133 3305 (210.802) 33

(2.798-3.939)
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PT
Lip ncoplasm
Ureteral neoplasm
Eczema herpeticum
Vulvar dysplasia
Mediastinum neoplasm
Eosinopenia
Herpes zoster cutancous disseminated
Eye ulcer
acne cystic

Moraxella infection

SOC
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Infections and infestations
Reproductive system and breast disorders
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Blood and lymphatic system disorders
Infections and infestations
Eye disorders
Skin and subcutaneous tissue disorders

Infections and infestations

3

3

16

19

3

47.631 (87.335)
47.631 (87.335)
46.188 (615.686)
36565 (99.037)
3094 (83.555)
26.231 (47.657)
20985 (55.499)
14.308 (60.112)
13.696 (206.396)

13.116 (22.057)

ROR (95%Cl)
47.637 (14.704-154.335)
47.637 (14.704-154.335)
46222 (27.795-76.864)
36,572 (13.329-100.346)
30.945 (11.328-84.532)

26.235 (8.257-83.356)
20.989 (7.745-56.882)
14.312 (6.369-32.162)
13707 (8.697-21.603)

13.117 (4.179-41.176)
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Standard Oxaliplatin Leucovorin Fluorouracil (mg/m?  Others (mg/m?) Duration
chemotherapy (mg/m?) (mg/m?)
FOLFOX 1 dayl infusion 130 2 h infusion 500 2 h infusion 1500-2000 - 2w,
6 months
day2 | - infusion 500 2 h infusion 1500-2000
FOLFOX 2 dayl infusion 100 2 h infusion 500 2 h infusion 1500-2000
day2 | - infusion 500 2 h infusion 1500-2000
FOLFOX 3 dayl infusion 85 2 h infusion 500 2 h infusion 1500-2000 22 h
day2 | - infusion 500 2 h infusion 1500-2000 22 h
FOLFOX 4 dayl infusion 85 2 h infusion 200 2 h Bolus 400, infusion 600 22 h
day2 | - infusion 200 2 h Bolus 400, infusion 600 22 h
FOLFOX 6 dayl infusion 100 2 h infusion 400 2 h Bolus 400 infusion 2400-
3000 46 h
FOLFOX 7 day 1 infusion 130 2 h infusion 400 2 h Bolus 400, infusion 2400 46 h
mFOLFOX 6 day1 | infusion 852h infusion 400 2 h Bolus 400, infusion 2400-
3000 46 h
CAPOX day 1 infusion 130 - - capecitabine, 1000 orally | q3w,
twice daily 3 months
Single-agent day - - - capecitabine, 1250 orally | q3w,
fluoropyrimidine 1-14 twice daily 6 months

FOLFOXIRI

infusion 85 2 h

infusion 200 2 h

infusion 3200 48 h

Irinotecan, 165 1 h
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Drug and dose Population Antitumor activity n) OIPN (%)
assessable n)

mg/m?) CR PR MR SD PD All Grade
grades 3/4
v
Shirao et al. (2006) Oxaliplatin 90/130 9 - -l s | 4 100 0
Van Cutsem et al. Oxaliplatin 130+Erlotinib + capecitabine 18 1| 4 | o2 61 9
(2008)
Shin et al. (2012) oxaliplatin 130+Capecitabine + CKD732 6 - - -l e | - 89 11
Clamp et al. (2008) oxaliplatin 100 + OSI-7904L 6 3 -] - -l 100 0
oxaliplatin 130+ OSI-7904L 6 3 - - - 1 100 0
oxaliplatin 130+ OSI-7904L 9 8 -] - - 100 13
Kupsch et al. oxaliplatin 130+sorafenib, 32 2 17 38
(2005)
Van Cutsem et al. mFOLFOX6+ nintedanib 85 7 |46 | - | 2|6 78 32
(2015) |
mFOLFOX6+ bevacizumab 41 4|19 | - [15]1 83 2
Loupakis et al. FOLFOXIRI + bevacizumab. 242 1212 - |6 | 16 - 52
(2014) I ] |
FOLFIRI + bevacizumab 25 8 | 128 82 | 27 - 0
Schultheis et al. FOLFOX + Regorafenib 38 S O I I VS 44 4
(2013) 1 | |
FOLFIRI + Regorafenib S| - |12 - 20 0
Wasserman et al. oxaliplatin 85+ irinotecan 4 Sl - e - - 32
(1999)
oxaliplatin 130+ irinotecan 20
Fornaro et al. oxaliplatin 85+ irinotecan 165 + capecitabine 15 -8 -7 - 73 20
(2009)
Kemeny et al. Oxaliplatin30-50+ irinotecan 40 47 S l2] 3 |48 70 0
(2002) {
Oxaliplatin 60+ irinotecan 40-75 79 8
Falcone etal. | Oxaliplatin 100+ irinotecan 175+ leucovorin 200 + 5-FU 42 s |25 | 3 |8 |1 66 5
(2002) 3,800
Pfeiffer et al. (2006) oxaliplatin 130+ capecitabine 1000 70 Sz - |36 | 2 79 6
Cattel et al. (2003) | Oxaliplatin 25/30/35 +5-FU chronomodulated IV 13 Sl -] a2 - 15
Han et al. (2013) oxaliplatin 130+Ca/Mg 19 - - - - - 84 0
-Ca/Mg 19 84 0
Teng et al. (2020) FOLFOX/CapeOx + ibudilast 14 - - - - - 86 0
-ibudilast 86 0
Milla et al. (2009) FOLFOX4 + GSH 14 - - - - - 100 0
-GSH 13 69 31
HAI
Kern et al. (2001) | Oxaliplatin 25-150+ leucovorin 200 and 5-FU 600 18 46| - | 4| 4 48 0
Boiléveetal. (2020) | Oxaliplatin 100+ leucovorin 5-FU or FOLFIRI + 82 1|36 | - |40 - 93 12
cetuximab/panitumumab or bevacizumab
‘ PIPAC
Kim et al. (2021) Oxaliplatin 45/60/90/120/150 16 -] -0 s - -

CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease. IV, intravenous infusion; HAIC, hepatic arterial infusion chemotherapy; PIPAC, pressurized
intraperitoneal aerosol chemotherapy.





OPS/images/fphar-14-1200254/crossmark.jpg
©

|





OPS/images/fphar-14-1191608/fphar-14-1191608-t001.jpg
Subject

Gender Male -
Age (years) 70 -
Body weight (kg) 65 -
Body temperature (°C) 360 —
Pulse (times per minute) 90 -
Respiratory frequency (times per minute) 2 -

Blood pressure(mmHg) 127/87 -
APACHE score 10 -

Serum creatnine (umol/L) 813 (53.0-115.0)
Serum albumin (g/L) 286 (35.0-53.0)
WBC (x10°/L) 47 (40-10.0)
CRP (mg/L) 216 (0.0-10.0)
Platelet (*10°/L) 1730 (100.0-300.0)
Total bilirubin (umol/L) 65 (34-20.5)

AT (L) 215 | 40-100)
ALT (U/L) 95 (4.0-40.0)
LDH (U/L) 3106 (80.0-250.0)
INR 32 (20-3.0)
APTT (seconds) 447 (28.0-42.0)
D-dimer (mg/L) 039 (0.00-0.30)

Abbreviations: ALT, alanine aminotransferase; APTT, activated partial thromboplastin time; AST, aspartate aminotransferase; CRP, C- reactive protein; LDH, lactic dehydrogenase; WBC,

b A st
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Methods Cal

n formula Threshold

ROR ROR = (a/c)/(b/d) a3 and 95% CI lower limit of ROR >1
950 CI = ¢lROR:1.96EFTT

MHRA PRR = [a(a+b))/[c(c + d)] az3,PRR22and (2 4

£ = atbrediaibo
T (@rh) (crd) brd)

BCPNN IC = log,3iesbeced) [ 23 and IC-2SD > 0
1C-25D = 103“—,}‘}—;)1(%% —2yV({I0)
V= Vute

yu=La=p=la=p=2 N=a+b+c+d
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Entry AE number Percentage (%

Gender of patient

Male 11019 2499
Female 32029 74.68
Unknown 144 033

I e
18-45 8899 2018
46-65 28177 o
>65 6968 1580
Unknown 48 011

| Reporter country

Uit Sates 37170 8430
Germany 1924 436

Canada 1646 i
France 426 097
United Kingdom 124 028
Australia 9 021
Others and unknown 2709 614
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SOC name PT number N (%) ROR (95%

6Cl) PR (x

IC (IC-2SD)

Investigations n7 2181 (1834) | 1349 (1288, 14.14) | 1147 (0447.67) | 348 (3.26)
Infections and infestations 27 1511 (1271)  9.61 (9.1, 10.15) 865 (10,09625) | 3.08 (2.85)
Eye disorders 1 3(003) 7.84 (249, 24.62) 7.83 (17.48) 294 (2.29)
Metabolism and nutrition disorders 4 47 (0.40) 5.93 (4.4, 7.92) 5.92 (188.82) 254 (2.18)
Blood and Iymphatic system disorders 3 61 (051) 557 (432,7.17) 554 (223.73) 245 (2.10)
Vascular disorders 4 380 (3.20) 4.70 (4.24, 5.21) 4.60 (1062.07) 2.19 (1.92)
Renal and urinary disorders 25 795 (669) 477 (444, 513) 455 (2198.69) 217 (1.93)
Gastrointestinal disorders 4 33 (0.28) 4.15 (2.94, 5.85) 4.14 (77.64) 2.04 (1.65)
Skin and subcutaneous tissue disorders 1 18 (0.15) 3.75 (235, 5.96) 374 (35.80) 189 (1.46)
Reproductive system and breast disorders 2 10 (0.08) 3.70 (1.99, 6.91) 3.70 (19.51) 1.88 (1.40)
Injury, poisoning and procedural complications 40 1103 (928)  3.87 (3.64, 4.11) 3.63 (2129.85) 185 (1.61)
Neoplasms benign, malignant and unspecified (incl cysts and polyps) | & 58 (0.49) 3.56 (274, 4.61) 3.54 (104.98) 181 (1.46)
Respiratory, thoracic and mediastinal disorders 2 20 (0.17) 3.43 (221, 533) 342 (3398) 177 (1.34)
Nervous system disorders 47 3411 (2869)  4.13 (397, 429) 334 (5983.38) 173 (1.52)
General disorders and administration site conditions 14 976 (8.21) 342 (321, 3.66) 325 (1539.10) 169 (1.45)
Endocrine disorders 2 11 (0.09) 3.14 (173, 5.69) 3.14 (1590) 164 (1.17)
VPsychintric disorders 14 et s0) 295 (274, 3.19) 285 (844.00) 0020
Cardiac disorders 1 11 0.09) 2.85 (1,57, 5.16) 285 (13.09) 150 (1.03)
Musculoskeletal and connective tissue disorders 16 464 (3.90) 2.46 (224, 2.70) 241 (385.23) 126 (1.00)
Ear and labyrinth disorders 2 93 (0.78) 217 (1.77, 2.67) 217 (58.12) 111 (0.78)
Immune system disorders 1 9 (0.08) 215 (112, 4.14) 215 (5.48) 1.10 (0.61)

N fiidie s oristetion o sorrsroniing B ot i s Sl vasoits ok iéel

AE, signals (11,889 cases).
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PT name 95% Cl) PRR (3 IC (IC-2SD,
Spinal cord injury cauda equina 6 (0.05) 1011.04 (204.04, 5009.82) 101059 (1512.88) 7.99 (6.99)
CD8 lymphocyte percentage decreased 3(0.03) 101081 (105.13, 9718.49) 101059 (756.44) 7.99 (631)
Haemoglobin urine present 17 (0.14) 337.29 (172.16, 660.78) 336.86 (2846.37) 7.40 (6.84)
CD8 lymphocytes increased 6 (0.05) 337.01 (108.68, 1045.08) 336.86 (1004.60) 7.40 (6.56)
Somatosensory evoked potentials abnormal 6 (0.05) 288.87 (97.07, 859.66) 288.74 (926.40) 7.28 (6.46)
CD4 lymphocyte percentage decreased 6 (0.05) 25276 (87.69, 728.58) 25265 (859.38) 7.18 (638)
Urine leukocyte esterase positive 51(0.43) 233.04 (163.06, 333.06) 232,16 (6949.36) 7.11 (670) |
B-lymphocyte count abnormal 11(0.09) 23178 (107.55, 499.53) 23159 (1496.64) 7.10 (649)
B-lymphocyte count decreased 61(051) 19291 (140.80, 264.32) 192,04 (7383.87) 694 (655)
‘T-lymphocyte count increased 17(0.14) 19113 (10539, 346.61) 190.89 (2049.72) 693 (641)
CD4 lymphocytes increased 15 (0.13) 17443 (93.50, 325.42) 174.24 (1702.89) 685 (631)
Vitamin B12 abnormal 8 (0.07) 15862 (68.44, 367.60) 158.52 (851.53) 676 (6.10)
CD8 lymphocytes decreased 14 (0.12) 15229 (81.00, 286.33) 152,13 (1448.01) 672 (6.18)
Lymphocyte percentage abnormal 3(0.03) 144.40 (37.34, 558.49) 144,37 (298.99) 666 (5.62)
Urinary sediment abnormal 5(0.04) 12961 (46.20, 363.61) 12956 (460.67) 655 (579)
Urine analysis abnormal 179 (151) 124.45 (10479, 147.80) 122,81 (15,850.60) 650 (6.19)
Cystitis klebsiella 8 (0.07) 112.35 (50.47, 250.13) 112.29 (661.78) 6.40 (5.78)
Specific gravity urine abnormal 3(0.03) 11231 (3040, 41491) 11229 (248.17) 640 (5.42)
Culture urine positive 58 (0.49) 9434 (7048, 126.27) 93.93 (4170.19) 620 (5.83)
T-lymphocyte count decreased 27 (0.23) 9299 (60.71, 142.43) 92.81 (1922.52) 619 (575)

% indicates the proportion of corresponding AE, reports in the total reports of posi

AE, signals (11,889 cases).
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Reference Disease Administration  Symptoms. CsF Brain CT/MRI Management Outcome
routs

Cell count  Protein  Glucose
(cells/mm?)  (mg/dl)  (mg/dL)

Thordarson and | F24 AL Cyarabine W Headache, fever, and | 126 Normal | Normal Normal Discontinuation of Symptoms
Talsad (1986) neck stifness cytarabine and empirical | disappeared

antibiotcs treatment. onthe ith day
Fasshove etal. | M3 AL Cytarabine W Symptoms of 5600 Increased | - Normal Discontinuation of Symptoms
(1992) meningitis eytarsbine and broad dissppeared

specifc antbiotics within 4 days
van den Berg | F1S AL Cyarabine IT, 1V, and SC Headache, fevr, 1200 200 98 Normal Discontinuation of Symptoms
etal. 2001) nausea, and mild eytarabine, empirical dissppeared

nuchal rigdity antibiotcs treatment, and

prevention of
corticoseroids and

dlemastin

Paseasl B8 AL Cyambie IV Headache, fever, 3 s E Discontnuation of Symptoms

o) Photophobia and cytarabine and ey disappeared

neck siffness antibiotcs treatment

Lnetal 2009) MG CLL | Apolimab IV Headache, fover, | 810 (02% s ra Normal Discontnuation of Symptoms

disoriened,and | neutrophil) spolizamab and empirisl | disppeseed
short.term memory anibiotics reatment | over a week
defcts

Imaakictal | F5 P ALL | Dasatinib ro Hypersensiviy on | Incrased - Normal Discontinuation of Symptoms

o) both palms (predominance of daatinib disppeared

ymphocyte)

VepealGoie) - AML | RG73% v - Discontinuation of Symptoms
RG7356 and siroid disappesred
adminisraton aver a weck

©oa | Romse w - N : - . Discontinuation of Symploms
RG7356 and stroid disappesred
adminisraton aver a weck

Reddyeisl | Fa6 MM Dusumumab | IV 16 09% 2 » Norml Discontinuation of Sympioms

o) inthe chin,and | netrophil) darstumumab and Empirc | dissppesred

tingling i the mouth anibiotic therapy within 4 days
and lips

Kikoetd | MI9  AML | Alemummab | IV Headache and fever  Inereased E E = Discontinuation of Symploms

9) stz and empirc | disppeseed
aniviral therapy

B2 SAA Alemwamab |V Headache and fever | Increased Discontinuation of Sympioms
slemuzumlyand empirc | disppered
anivinl therapy

MBS HL Alemtuzumab | IV Headache and fever  Increased ) Discontinuation of Symploms
slemuzumlyand empirc | disppered
anivinl therapy

Beaumontand | F70 Phe ALL | Cyarsbine and | 1T Headache 710 (msy » » Discontinuation of [T Symploms

Suner (2020) methotresate disppeared

within 2 ecks

Curent report | F33 FL Zambrutinib | PO Headache, ever,hand | 300 e 28 meninges thickening.  Disontinuation of Sympioms

remors and unstady cistern narrowing, third | zanubrutini disappesred
it ventrice and biaeral

ateral venirice

enlargement and

hydrocephalus, and CSF

exudation

Abbreviations: DIAM drug-induced aseptc meningits F: emales M: mals ALL: aute lymphobastic leukemia CLL chronic ymphoblasti lukenmis: P
ALL: Phiadelphia chromosome-posiive acute lymphoblastclukemia AML acute myeloid eukemi: MM: multpl myeloma; SAA:svere apastc anemia: FL olcuar lymphora: IV ntavenous infusion T:ntrthecal injecton; SC:subcutaneous injection; PO:
e pel e R e S e
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ug used Other drugs

‘ Event a '3 atc
Other events b d bd

‘Sums a+bh c+d atb+c+d ‘
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DIAM Bacterial Fungal Tuberculous Systemic
(Yelehe-Okouma  meningitis meningitis meningitis meningitis meningitis diseases with
etal, 2018) (Hasbun, (Bystritsky (Gundamraj (Mount and (Tattevin meningeal
2022) and Chow,  and Hasbun,  Boyle, 2017) et al, 2019) involvement
2022) 2023) (Tattevin et al.,
2019)

Etiology NSAIDs, antibiotics, Streptococeus Cryptococcus | Enteroviruses, Mycobacterium Leukemia, Sarcoidosis, Behcet’s
IVIG, monoclonal pneumoniae, neoformans, herpesviruses, tuberculosis Iymphoma, disease, Sjogren
antibodies, and group B Cryptococcus ~ mumps and breast cancer, | syndrome, systemic
antiepileptic drugs Streptococcus, | gattii, measles viruses, lung cancer, and | lupus erythematosus,

Neisseria Coccidioides, arboviruses, and melanoma and granulomatosis
‘meningitidis, Histoplasma, Iymphocytic with polyangiitis
Haemophilus Blastomyces, choriomeningitis

influenzae, and | and Sporothrix  virus

Listeria schenckii

monocytogenes

Clinical Headache, altered Fever, neck Headache, fever,  Headache, fever,  Headache, fever, | Multifocal Cranial nerves palsy,

features consciousness, fever, stiffness, altered | cranial nerve, | neck stiffness, and | cranial nerve, and | neurological meningoencephali
and myalgia mental status, | and other focal altered mental other focal lesions, cranial | cerebral vasculitis,

and headache | neurologic status neurologic deficits  nerve palsies, | polyneuropathy,
deficits and cognitive | convulsions, and
impairment pseudotumor cerebri

CSF | Pressure | Elevated Elevated Elevated Normal Normal o elevated | Elevated -

Cells 300 >1,000 Variable <1,000 100-500 Elevated >50 or <50
(x10°/L)
Cell Neutrophils or Neutrophils Lymphocytes  Lymphocytes Lymphocytes Tumor cells Neutrophils or
type Iymphocytes Iymphocytes
Protein | Elevated Elevated Normal or Normal or elevated | Elevated -
elevated
Glucose | Normal Reduced Normal or Normal Reduced -
reduced
Lactates | <3.5mM >35mM - <3.5mM - - -
Other | Sterile Bacterial culture | Fungal culture,  PCR,and NGS  Mycobacterium - Primary diseases
criteria (1,3)-p-D- tuberculosis
glucan culture, acid-fast
bacilli staining,
tuberculin skin
testing, interferon-
gamma release
assay

Management | Discontinuation of the | Ampicillin, Amphotericin B,  Acyclovir Isoniazid, Check-point Treatment of primary

causative drugs ceftriaxone, flucytosine, rifampin, inhibitors, diseases
vancomycin, fluconazole, pyrazinamide, ‘monoclonal
third-generation | liposomal streptomycin, antibodies
cephalosporin, | amphotericin B, ethambutol,
oxacillin, itraconazole corticosteroids
corticosteroids

Time to Within a few days 7-21 days >4 weeks 7-15 days >4 weeks - -

regression

Outcome Favorable Poor Poor Favorable Poor Poor -

Abbreviations: DIAM: drug-induced aseptic meningitis; NSAIDs: non-steroidal anti-inflammatory drugs; IVIG: intravenous immunoglobulin; CSF: cerebrospinal fluid; PCR: polymerase chain
reaction; NGS: next-generation sequencing.
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Disease Pathogenesis  Clinical MRI of brain Diagnostic Treatment Prognosis

manifestation criteria strategy
PML Cortese, | JCV reactivationin | Cognitive and Multiple fusion JCV DNA Histopathological | Antiviral therapies  Unfavorable
Reich, and Nath the setting of behavioral leukoencephalopathies  positive diagnosis (the triad | (cytarabine, cidofovir, | (high
(2021) impaired cellular  abnormalities, with asymmetric of multifocal topotecan, ‘mortality
immunity sensory and motor | bilateral distribution demyelination); mirtazapine, rate, residual
deficits, ataxia, JCV DNA of CSF | mefloquine); Immune | neurological
aphasia, cortical positive, and reconstitution disability,
visual changes, and dlinical and (discontinuation of | recurrent
seizures imaging features | immunosuppressive  seizures,
therapy, plasma persistence of
exchange or JCV, and
immunoadsorption, recurrence)

recombinant IL-2,
filgrastim, IL-7,

PD1 inhibitor, and
adoptive
immunotherapy with
virus-specific T cells)

PRES Geocadin | Dysregulated Headache, seizures, | Focal regions of Unremarkable | Clinical and Discontinuation of  Favorable

(2023) perfusion and encephalopathy, symmetric imaging features | immunosuppressive | (most
reversible visual disturbances, | hyperintensities therapies, patients can
vasogenic edema | and focal anticonvulsants, recover, with

neurologic deficits management of a mortality
hemorrhagic and rate of
increased intracranial = 3%-6%)
pressure

DIAM Immunologic Fever, headache, | Unremarkable Frank ‘The temporal Suspected drug Favorable

Yelehe-Okouma | hypersensitivity ‘meningeal signs, ‘meningitis with | association, clinical | discontinuation and  (most

etal. 2018) reaction mediated  altered apredominance | manifestations,and | symptomatic patients can
by T-celland direct | consciousness, of neutrophils, | laboratory findings, | treatment recover)
inflammation of | localization signs, normal glucose | excluding
the meninges seizures, and level, and infectious
caused by myalgia ‘moderately meningitis
intrathecal clevated protein
injection of level
antimetabolic
drugs

Abbreviations: PML: progressive multifocal encephalopathy; PRES: posterior reversible encephalopathy syndrome; DIAM: drug-induced aseptic meningitis; JCV: john cunningham polyoma
sirue: MIE neametic seosanice i CSb- cerdboapinal B 112 Sscedkin 3: 1L-%: inbodeakis 7 PLi- icogranimed coll death protes 1
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Linezolid group

Linezolid + rifampicin group

Age, years 57.70 £ 1692 4924 + 2055 0108
Sex (Male/Female) 16/7 2113 0.985
Albumin, g/L 29.65 + 694 3150 + 533 0.261
TBIL, pmol/L 1330 £ 12.58 1041 £ 7.80 0288
Creatinine, pmol/L 7248 £ 5121 6091 + 3437 0311
€GFR, mL/min/1.73m* 10335 + 29.82 10931 £ 27.96 0445
 White blood cell (10°L)" 920 + 541 9.68 + 5.1 0736
Neutrophil percent (%)* 80.03 + 13.67 8046 + 10.20 0.890
Hemoglobin (g/L)* 95.17 + 2259 10274 £ 19.66 0185
Blood platelet (10°/L)" 25048 + 91.70 284.12 + 130.63 0290
Main Reasons for linezolid, n (%)
| Anti-infection + Antituberculous 14 (60.87) 11 (3236) 0104
Antituberculous 6 (26.09) 20 (58.82) 0052
Antivinfection 3 (13.04) 3(8.82) 0878
* Pathogenic bacteria, n (%)
Mycobacterium tuberculosis 4(17.39) 2(5.88) 0933
Enterococcus faecium 1(433) 4 (11.76) 0.667
Enterococcus faecalis 1(435) 00 NA
Undefined diagnosis 17 (73.91) 28 (82.36) 0745

*On the day of medication (or 3 days before medication); TBIL, total bilirubin; eGER, estimated glomerular filtration rate.
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Linezolid group Linezolid + rifampicin group

Age, years 6221 £21.52 53.08 + 24.49 0284
Sex (Male/Female) | 15/4 913 [ 0968
Albumin, g/L 2626 + 544 29.83 £ 6.53 0111
 TBIL, pmol/L. 10.56 +7.20 12,54 + 1133 [ 0557
Creatinine, pmol/L. 70.00 £ 46.33 59.83 + 37.96 0530
€GFR, mL/min/1.73m* 99.62 + 27.94 107.99 + 34.87 0466
White blood cell (10°/L)* | 12.24 £ 7.66 13.60 * 7.26 0627
Neutrophil percent (%)* 8381 £ 10.10 83.86 £ 9.03 0989
Hemoglobin (g/L)* 9121 £ 16.64 102.00 + 22.14 [ 0.133

Blood platelet (10°/L)" 22647 + 7188 372.83 + 19961 0.007**

Main Reasons for linezolid, n (%)

Anti-infection + antituberculous 10 (52.63) 7 (58.33) 0953
Antituberculous 6 (31.58) 5 (41.67) 0849

Anti-infection 3(15.79) 0 NA

Pathogenic bacteria, n (%)

Enterococcus faccium 4(21.05) 1(833) 0713
* Mycobacterium tuberculosis 1(526) 00 [ NA
Mycobacterium abscess 1(526) 10) NA
Staphylococcus haemolyticus 1(526) 0O NA
Undefined diagnosis 12 (63.16) 11 (91.67) 0.210

i D08 . 2 001 O thie diy of medication (o 3 durs hofore mesdi

); TB, total bilirubin; GFR, glomerular filtration rate.
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Crnax group

Linezolid group
( 23)

Linezolid + rifampicin
group (n = 34)

(@

Linezolid group
(n=19)

n group

Linezolid + rifampicin
group (n = 12)

Linezolid plasma 1576 +5.77 1318 + 388 0.048* 838404 427 £ 3.00 0,005
concentrations (mg/L)

Number of TDM (days) 6(3-28) 10 (3-48) 0057 5 (3-10) 12.5 (4-47) 0,001+
median (IQR)

Length of treatment (days), 11 (4-67) 17 (5-62) 0307 9 (5-31) 29 (8-62) 0,001+
median (IQR)

Plasma concentration 0624 0.034*
distribution, n (%)

High concentration 1(435) 00 9 (47.37) 2(16:67)

Normal concentration 12 (52.17) 23 (67.65) 10 (52.63) 7(58.33)

Low concentration 10 (43.48) 11 (32.35) 0(0) 3 (25.00)

Co-treatment, n (%)

Omeprazole 2(870) 15 (44.12) 0084 5(2632) 6 (50.00) 0406
Amlodipine 2(8.70) 6(17.65) 0453 3 (1579) 3 (25.00) 0818

0 < 0.

L p <001,
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G

Linezolid group
(n=23)

oup

Linezolid + rifampicin
group (n = 34)

Crnin group

Linezolid group
(n=19)

Linezolid + rifampicin
group (n = 12)

Clinical improvement, n (%) 15 (65.22) 26 (76.47) 0.650 16 (84.21) 8 (66.67) 0523
ADRs, n (%) 10 (43.48) 15 (44.12) 0999 9(47.37) 8 (66.67) 0575
‘Thrombocytopenia, n (%) 9(39.13) 15 (44.12) 0932 7 (36.84) 7 (58.33) 0504
Anaemia, n (%) 1(435) 1(294) 0.900 2(1053) 2 (1667) 0845
*White blood cell decline, n (%) 3(13.04) 3(8.82) 0878 2(1053) 2 (1667) 0884
Peripheral neuropathy, n (%) 2 (8:70) 1(294) 0672 0(0) 0(0) NA
Dose reduction or discontinuation 7 (3043) 8(23.53) 0845 9 (47.37) 4(3333) 0743

due to ADR, n (%)

*p < 0.05 **, p < 0.01.
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me Urinary tract infection N (%) Dizziness N (%) Condition aggravated N

Entry

‘ Gender of patient

Male 175 (16.49) 156 (20.42) 164 (27.06)
Female 882 (83.13) 605 (79.19) 440 (72.61)
Unknown 4(038) 3(039) 2(033)
7 Age
18-45 157 (14.80) 153 (20.03) 110 (18.15)
46-65 694 (65.41) 459 (60.08) 378 (62.38)
>65 [ 207 (19.51) 150 (19.63) 118 (19.47)
Unknown 3(0.28) 2(0.26)

Reporter country/region

United Sates 983 (92.65) 658 (86.13) 566 (93.40)
European 36 (339) - -
Canada 12 (113) - —

Others 30 (2.83) 106 (13.87) 40 (6.60)

% indicates the proportion of the entry to the corresponding total cases.
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PT name N (%o0) ROR (95% Cl) PRR () IC (IC-2SD;

Erosive duodenitis 3(0.25) 253.72 (71.37, 901.98) 25213 (600.34) 7,66 (5.14)
Haemorrhagic erosive gastritis 3(0.25) 23420 (66,52, 824.52) 23274 (562.45) 756 (507)
Duodenitis 3(0.25) 59.69 (18.57, 191.93) 59.33 (162.49) 581 (3.50)
Central nervous system lesion 5(042) 30.50 (12.48, 74.59) 30.20 (137.09) 4388 (270)
Immune reconstitution inflammatory syndrome [ 3(0.25) 17.10 (5.44, 53.71) 17.00 (44.44) ] 4.06 (1.81)
Paraesthesia 5(042) 14.14 (5.82, 34.35) 1401 (59.61) 379 (163)
Progressive multifocal leukoencephalopathy 9(0.76) 1419 (7.31, 27.57) 13.94 (106.80) 378 (168)
Osteoporosis 3(025) 1390 (4.43, 43.58) 13.82 (35.20) 377 (152)
Intracranial pressure increased 3(0.25) 1227 (3.92, 38.44) 1220 (30.49) 359 (1.35)
Decubitus ulcer 4(034) 1172 (435, 31.52) 1163 (3843) 352 (1.33)
Ill-defined disorder 4(0.34) 1006 (3.74, 27.05) 9.99 (32.05) 331(112)
Hypoaesthesia 5(042) 971 (401, 23.55) 9.62 (38.31) 3.25 (1.09)
Lung cancer metastatic 4(034) 945 (3.52, 25.40) 9.38 (29.70) 322 (103)
Transient ischaemic attack 3(025) 933 (298, 29.19) 928 (21.98) 3.20 (0.96)
Aphasia 4(034) 800 (2.98, 21.49) 7.94 (24.10) 2,98 (0.79)
Urosepsis 3(025) 594 (1.90, 18.55) 591 (12.18) 256 (0.32)
Dysarthria 3(0.25) 577 (1.85, 18.02) 5.74 (11.69) 251 (028)
Lung carcinoma cell type unspecified stage IV 3(025) 556 (1.78, 17.35) 5.53 (11.09) 246 (0.23)
Setmre 9(0.76) 529 (273, 10.25) 521 (30.58) 238 (0.28)
Pneumonia aspiration 12 (101) 5.05 (2,84, 8.96) 495 (37.78) 230 (0.23)
Gastrointestinal disorder 3(025) 495 (1.59, 15.45) 493 (9.36) 230 (0.06) |
Urinary tract infection 11(0.93) 4.88 (2,68, 8.89) 479 (33.03) 226 (0.18)
Metastases to central nervous system 4(034) 461 (172, 12.37) 458 (11.18) 219 (001)

Wi adioasen tha siacation of comemonding AR i thsvoed AR ciisi {11806
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Treatment in Duration of PPI Events in Age Male Countries/
both study interventions users/ PPI users/ Regions
groups PPI PPI none
none users
users
Lundell 1999 omeprazole up to 3 years 155/143 | Worsening atrophic 1011 18-77  OME75% | Nordic
etal (20-40 mg once gastritis scores ARS 76% countries
daily) vs. antireflux
surgery Worsening intestinal 23
metaplasia scores
ECL cell hyperplasia 712
(diffuse/liner/
‘micronodular)
Gentaetal. 2003 esomeprazole up to 6 months 519/169 | Changes From nn 18-75  nomentioned | United States
(10,2040 mg once Baseline in Gastritis
daily) vs. placebo atrophy at Antral and
Corporal Biopsy Sites
Changes From 714
Baseline in intestinal
metaplasia at Antral
and Corporal Biopsy
Sites
ECL Cell Scores at 271
Baseline and Final
Biopsies
Howden 2009  Dexlansoprazole up to 6 months 311/140 | Improvement of 10/5 218 MR9O: United States
etal (60,90 mg once daily) intestinal metaplasia 82 MR60:
vs. placebo scores 83 Placebo:70
Prevalence of 0/0
enterochromaffin-like
cell hyperplasia or
adenocarcinoma
Peuraetal. 2009  Dexlansoprazole 2762+ 134.67 days  5633/896 | The number of 191 18-90  DLAS46% | United States
(30,60,90 mg qd) vs. patients with gastric LAS 53%
lansoprazole (30 mg polyps Placebo 34%
qd) vs. placebo
‘The number of 5/0
patients with intestinal
‘metaplasia
The number of 0/0
patients with
enterochromaffin-like
cell hyperplasia
Fiocca 2012 Esomeprazole (20 mg | up to 5 years 158/180 | The number of /6 18-70  LARS72% | Europe
etal once daily) vs. atrophy at each time ESO 82%
laparoscopic surgery point (antrum/corpus)
‘The number of /12
intestinal metaplasia at
each time point
(antrum/corpus)
‘The histogram of ECL 1473
cell hyperplasia at each
time point
Sugano 2013 Esomeprazole (20 mg | up to 72 weeks 214/213 | The number of 20 220 ESO80.8% | Japan
etal daily) vs. Placebo. participants with Placebo
gastric polyps at 79.1% I
Low-dose summary of adverse Korea
acetylsalicylic acid events
(81-324 mg/day
for <5 of 7 days each
week) and Gefarnate
(50 mg twice daily)
Taiwan
Fujishiro 2015 Rabeprazole (10mg | up to 76 weeks 204/201 | Number of an 35-90  10mg745% | Japan
etal daily) vs. Rabeprazole participants with 5mg76.1%
(5 mg daily) Gastric cancer
Moayyedi 2019 Pantoprazole (40 mg | up to 3 years 8791/ | The number of 19/26 mean  PAT 78% America
etal. once daily) vs. 8,807 patients with atrophy 67.6 +  Placebo 79%
placebo 81
The number of 86/83 Europe
patients with gastric
cancer
Asia Pacific
and other
Haruma 2022 Lansoprazole (15 or | up to 5 years 67/135 | The number of 12 220 LPZ61% Japan
etal 30 mg once daily) vs. patients with ECL cell VPZ72%
Vonoprazan (10 o hyperplasia
20 mg once daily)
Choetal. 2023  lansoprazole 15 mgor | up to 24 weeks 174/173 | The number of 304 20-75  LPZ Korean
tegoprazan 25 mg participants with 110 TPZ 114
once daily gastric polyps at
summary of adverse
events






OPS/images/fphar-14-1242491/crossmark.jpg
©

|





OPS/images/fphar-14-1244400/fphar-14-1244400-g005.gif
E
i

et

S v o vt e )
2 s w0 e~ miom am ws
o 1 s iy o os. 199 208
oo 0 05 05 @ omion 2emmn
a5 s 0 s et on e 7
o @ 2 s s
owan - i 2m
gy 4032235201 154
o






OPS/images/fphar-14-1244400/fphar-14-1244400-g006.gif
e o

P ssiom i w2
szl 12 e
B e
i vm e 9
ol sy ner
F—  osiom s 1w
- soam e






OPS/images/fphar-14-1244400/fphar-14-1244400-g007.gif
Slyear

PP Conwol OonRao  Wesnt
PO ey e
o 1w o 2o e
ot 0 0 0 e st o, 209 572
o — 310
gy 108 120
o080 132000
R ot s

oo ot s i
e e e i
[ —— s ose wm wos
o 0 s o s e oiom o s
Ot 20 010, 203,
gy 230, < 0710 2150
T8 0 (0080

e cor =3years ommmn gt
s e e P
oo — wort 00w uz
o w3 i e
ot sout om0
ety 010859
Seusta -6 G 11007

i





OPS/images/fphar-14-1244400/fphar-14-1244400-g008.gif
e o

s
o e

[E— Y

——

——

ot 12 e iar
S0t v, 570

P —
P

ot 0o w3 720
ol oa1 31y 758

v e
P

ey 000051 10
Toot0 -8 00031907

-

T—oust oon 2 sosr

oni o s o
oxiom am





OPS/images/fphar-14-1244400/fphar-14-1244400-g004.gif
Y. vt —ne o
s 0w n @ —a omi o 207 0
G e [ gy
Mo 18 872 2 4t S om0 132 0
[ e 20 0 20
et - worgoss s

Mgy 0482 2807 155






OPS/images/fphar-15-1270612/fphar-15-1270612-g002.gif





OPS/images/fimmu.2024.1405856/fimmu-15-1405856-g003.jpg
radical Tumor recurrece tumour progresses TSH 26.65mIU/L First DKA Epilepsy caused by Bronchial stenosis
surgery of TANIMI (IVB) 5 intracranial diagnosed as asymptomatic diagnosed as ICI-DM enlarged intracranial Chest distress and shortness
cervical cancer cycles of cisplatin metastases Subclinical hypothyroidism treatment with insulin metastases. etoposide of breath, Palliative care
and ctoposide anlotinib no levothyroxine and anlotinib and pain management

07/2017-11/2017 03/2020-06/2020 26/07/2021 08/11/2021 27/12/2021 15/06/2022-16/08/2022 10/2022

19/06/2017 06/2019-10/2019 11/2020 28/09/2021 19/11/2021 25/01/2022-05/02/2022 17/08/2022

6 cycles of cisplatin pulmonary metastases PET-CT showed wide Stop insulin 3 days Persistent cough andexpectoration
and etoposide 4 cycles of nab- Metastasis anlotinib sixth treatment second DKA Elevated tumor markers Death

multiple paclitaxel and First treatment with with sintilimab stop treatment with 4 cycles of etoposide and
radiotherapy carboplatin sintilimab sintilimab nedaplatin
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Variables First Second Reference

hospitalization hospitalization
19/11/2021 26/12/2021

random 29.7 32.4

glucose

(mmol/L)

gas pH 7.29 7.18 7.35-7.45
PaCO, 26 15 35.0-45.0
(mmHg)

PaO, (mmHg) 84 80.0-100.0
HCO3" 12.5 5.6 21-27
(mmol/L)

BE (mmol/L) 141 28 3.3
Lactate 2.8 2.4 0.5-2.2
(mmol/L)

Potassium 5:1 52 3.4-45
(mmol/L)

Sodium 131 126 136-145
(mmol/L)

Urine glucose 4+ 2+ -
Urine ketones 3+ 3+ -
HbALc (%) 6.4 9.4

C-peptide 0.1 0.1 1.1-44
(ng/ml)

Anti-GAD - _

Anti-ICA - -

Anti-Insulin - -
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Variables Electrolyte disorder

Univariate analysis Multivariate analysis
95% Cl for p values OR 95% Cl for p values
Odds ratio Odds Ratio
Age 1015 0.98-1.043 0.280
Comorbidity 0855 0.655-1.100 0223
1CU Stay (days) 0922 0.858-0990 0.025 0953 0.893-1.016 0142

Nutritional Status -

Oral feeding Reference

Enteral Feeding 9.500 1.478-61.071 0.018 30.057 2.265-398.892 0.010
Parenteral Feeding 3.800 1.296-11.144 0.015 5.537 1.406-21.800 0.014
Number Medication during ICU 0.854 0.754-0.969 0.014 0.944 0.801-1.113 0.494
stay

Number of Medication during 0.939 0.852-1.034 0.199 1.090 0.922-1.289 0313
hospital discharge

Mortality

No Reference

Yes 6.250 2.009-19.448 <0.001 8352 1.598-43.648 0.012

Mechanical Ventilation
No Reference
Yes 5.257 1.839-15.029 <0.001 3.229 0.815-12.787 0.045

ICU: Intensive care Unit.
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Variable Electrolyte disorder p value

status

Yes No
<64 3 9 0.461
264 54 20
Gender, n
Male 16 1 0709
Female 2 15
Admission GCS, n
<1 2 2 0021
214 3 15

Number of comorbidity, n

< 39 13 0962
23 9 16

Length of stay in ICU (days), n

< 50 27 <0.001
21 38 2

Number of drugs in admission, n

<12 16 2 0.006
212 39 5

Number of drugs at discharge, n

<1 50 2 0810
211 12 5

Nutrition type, n

Oral 38 8 0.136
Others (Enteral, 50 21

Parenteral, IV

Dextrose)

Kidney status, n

Normal 9 18 0547
Others (Acute kidney 39 n

failure, Hemodialysis,
Continuous renal

replacement therapy)

Mechanical ventilation status, n

Yes 16 5 <0.001
No 2 2

Mortality, n

Yes 44 4 <0.001
No 4 2

GCS, Glasgow coma scale; ICU, Intensive care unit; IV, Intravenous.
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Electrolyte disorder on, n (%) p value
Drug-induced 61(21.7) 111 (39.6) <0.001
Depends on clinical situation 148 (52.8) 102 (36.4)

Could not be evaluated/decided 71(25.3) 138 (49.2)

Total 280 (100)* 280 (100)*

* More possibiltis than the total number of EDs (1= 165) were evaluated because more than one possible cause of an ED was evaluated.
LPMS, Logistic probabilistic method scale.
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Electrolyte Disord

Frequency in all ED, n (%) Values of ED, Mean Patient, n (%
(min - max)

Hypernatremia 28(168) 149.05 (145.0-155.0) 26(22.2)
Hyponatremia 22(13.8) 13145 (120.0-135.0) 21(17.9)
Hyperkalemia 33(19.8) 60(5.14-7.10) 27(23.1)
Hypokalemia 14(84) 311(230-347) 1412)
Hyperphosphatemia 8(48) 5.82(3.80-9.90) 8(6.8)
Hypophosphatemia 210126) 1,86 (1.10-2.60) 20017.1)
Hypermagnesemia 9(5.4) 30 (270-341) 8(68)
Hypomagnesemia 18 (10.8) 1.54(0.94-2.80) 17 (14.5)
Hypercalcemia 1(0.6) 127 2(1.7)
Hypocalcemia 10(6.0) 85(7.10-8.70) 9(77)
Total 165 (100) 88(75.2)

ED, Electrolyte disorder.
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Age, (Mean D) 674168
Gender, n (%)

Mile 0(s13)
Female 57(48.7)

Reasons for admission to the intensive care unit*, n (%)

Convulsive seizure 162)
Cardiac arrest 560
General condition disorder 766
SepsisSeptic shack 903
Pneumonia 16(130)
Postop. 2107.02)
Respiratory distress 27019
Other 34076

Comorbidities* n (%)

Pulmonary embolism 724
Heart failure 8(27)
Auial brillation 1064
Chronic kidney disease 1204)
Lungancer 12
Cerebrovascular event 14618)
Chronic bstructive pulmonary discase 19(66)
Other types of cancer 567)
Coronary artery disease 26(9.0)
Diabetes mellitus 410143)
Hypertension 51078)
Other 55(192)
Admission GCS, (Mean 5D) 1332306
Number of comrbidity, (¥ean +SD) 285175
Length of stay in ICU (days), (Mean +D) 1052958
Number of drugs i admisson, (Mear = 5D) 1112408
Number of drugs a discharge, (Mean D) 1022441
Nutrition type, n (%)

Oral 46(393)
Enteral 38(325)
Parenteral 661
Intravenous Dextrose 27031

Kidney status, n (%)

Normal 67(573)
Acute kidney failure 30(256)
Hemodialysis 1G4)

Continuous renal replacement therapy 160137)

Mechanical ventilation status, n (%)

Yes 51(43.6%)
Mortality, n (%)

Yes 18 (11%)

“Since a patient has more than one reason for admission, this number i higher than the
number of patients.
GCS, Glasgow coma scale, ICU, Intensive care unit,
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(Jiang, Li et Stent- Anticoagulant,
L ford
al. 58 Male ':lg i v Ao | S22 02 180/120 graft Nitroglycerin, 3
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AD: Aortic dissection; VEGFI: Vascular endothelial growth factor tyrosine kinase inhibitor; BCLC: Barcelona Clinic Liver Cancer staging; BP: Blood pressure; OS: Overall survival; ACEL
Angiotensin converting enzyme inhibitors; N/A: Not available.
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