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File No. PT2-HFW-SCH-I-MISC-0023-2020 - } 56";’! fH Dated, M’“ ﬁf‘iﬂ; /

From

Shri P.K. Mohapatra, IAS,
Additional Chief Secretary to Government.

To
All Collector & District Magistrates
The Commissionar, Municipal Corporation
Bhubaneswar, Cuttack, Berhampur, Sambalpur and Rourkela
All CDOM & PHOs

Sub:- Advisory on diagnosis and treatment of Thrombosis & Thrombocytopenic
Syndrome (TTS) after COVID -19 vaccination and advisory to beneficiaries
for reporting of such events to the Health system - Reg.

Ref: D.0. No. T=13020 /03/2021-lmm dated, 17th May 2021 of the Govt. of India,
Ministry of Health & FW

tadam!Sir,

With reference to the letter cited above on the subject, | am to say that as per
In-depth analysis of AEFI cases by the National AEFI Commitlee for Thrombosis &
Thrombocytopenic Syndrome (TTS) following COVID-18 vaccination, there is a
miniscule but definite risk of thromboembaolic events following the administration of
Covishield vaccine. The reporting rate of such event in India is around 0.61/million
doses and there were no potential thromboembolic events reported following
Covaxin,

Although, the incidence of such events is less than expected rate, it is utmost
essential for early management and timely reporting of suspected adverse evenls
for investigation and causality assessment.

In this regard, the national AEFI Committee has prepared two advisories as
follows:

1. Advisory lor Healthcare service providers for diagnosing and trealing
Thrombosis and Thromboembolic Syndrome (TTS3) occurming after
administration of COVID-19 Vaccine



2. Advisory to vaccine beneficiaries to encourage people lo encourage reporling
of such events to the Health system, be aware of TTS and seek medical help.

In this context, both the advisory are enclosed for wider circulation among
the public { private health institutions & among professional bodies and also among
all health workers to create awareness among vaccine beneficiaries.

Enclosure:- MoHFW letter along with Advisories,

urs faithfully,

|
>l 0 2
Additional Chief Secretary toy Government

Mamo No }Egﬂ /H Daled, .5—5 "C’Eﬁ MJ‘J

Copy forwarded lo the Misslon Director, NHM, Cdisha for kind information, 1
A

ﬂg \
Deputy Secr ry to Gdvernment

Memo Mo jﬁﬁ‘fﬁm Dated, 46 05~ 202!

Copy forwarded to DFW, Odisha for information & necessary action.

)
74

Deputy Secretary to Govermnment
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fis you may be aware that there is a mechaniam lo report, investigats,

'.'1‘1_

analyse and asgess the Adverse Events Following Immunization (AEFT) in the
1\ country,
. In the light of concerns raised regarding post vaccination embolic and
thrombatia events partioalarly with AstraZeneca-Oxford vaccine [Cevishinld in
ﬁ@.‘-'_ﬁ oY India], an in-depth analysia to identify the thrombeoembaolic events {such as
i \ Carebral Venous Sinis Thrombosis, Desp Veln Thrombesie and Pulmonany
Embollam) in  assoclatlon with  thrombeoylopenia (Thrombosis  with
Thrombecytopenia Syndrome- TIS) lollewing use of COVISHIELD & COVAXIN was
conducted,

As per the in-depth analysls of AEFI cases by National AEF] Commiltee for
TTS following COVID-18 vaccination (till 03 April 2021), there is a very minisoula
but definitive rigk of thromboembolic events [ollowing the adminisiration ol
COVISHIELL vaccing. The reporting rate of thess eveniz in India is around
0,81 /million doses, which ie much lower than the 4 cagses/million reportad by UK s
regulator Medical and Health Regulatery Authority (MHRA), Germany has
reported 10 events per million doses, There were no petential thromboemboho
oveniareporied following COVAXIN,

Although, the cbsarved rates have baen |esa than expected ratee for such
events, MoHFW would continue to monitor the safety of all COVID- 18 vaccines and
promote reporting of suspected adverse events for Investigations and causality
assezsments. In this regard, Mational AEF! Committee has prepared 2 advisories
viz. 1) Advisory for healthcare service providers for Diagnosing and treating
Thrombosis and Thrombocylopenic Syndrame (TTS) occurring after
administralion of COVID-]9 vaceine & 2) Advisory for vacecine beneficiaries to
encourage people to ancourage reporting of such events to the health system, be
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=
aware of TTS and seek medical help (enclosed aa Annexure).

You are kindly requested to share the first advisory on TTE with all
concarnad public & private health institutiona and professional bodies lilke IMA,
ele, o provide guidance for Diagnosing and treating Thrombosis and
Thrombocytopenic Syndrome (TTS) ccourring aftar adminisiration of COVID-15
vaceing, The second advisory to be circulated to all healtheare workers and mads

available at soch platforms eo as to create awAreness amongst Vaccine

beneficiaries, -
I Ll
“.'rﬂ..r ]

Yours sincerely,

Enolosures: As above A

(Dr, Manchar Rgnani)

Additional Chiel Secretary/Secretary/Principal Bscretary, Health & family
Walfare, Bl States/UTs
Copy to:

|. Misslon Director (NHM), A1 States/UTs
1. Additional Secretary & Mission Director (NHM)




Advisory for healthcare service providers

Diagnosing and treating Thrombesis and Thramboeytopenic Syndrama (TTS) occurring aftey
administration of COVID-19 vaccing i

Reports of rare cases of thrombasis associabed with theambocytapenia have baen reported glabally
from some countries following the use of some COVID 19 vaccinations particelarly AsiraZensca
vacchne [Covishleld in Indial and Johnson & Johnson's Janssen vaccine, These cases have: been
reported to have occurfed within two to three weeks of vaccination, mostly after the first dose,
younger than 60 years and women were observed to have a higher risk of the problemn, Dreg regulators
af EU, UK and USA are Investigating these reports. A causal relationship betwesn these rare events
has nat baen established at this time’. WHO has stated’ that a causal relationshin between the
ChAdDs-15 vaccine [(AstraZeneca/Covishield) and Thrembosis with Thrombocytopenia Syndrome
[TT5) [ very rare syndrome of blood clatting combined with low platelst count reported about 4 fo
20 days following vaccinatlon) Is considered plausible although the biofogical mechiniim far the
syndiome st being investigated,

In India, the Matlenal AEF) Cammitter has reviewesd 493 serlous and sevara adwerse events following
COVID-19 vaccinatlons to identify TT5 - thromboembolic events [such a3 Cerebral Venous Sinus
Thrombosis, Deep Veln Thrombosis and Pulmanary Embolism)in association with thrombooyiopenis
Onfy & faw cases clinically compatibie with the diagnasis of TT5 has been identified among these 493
cases which constitute a miniscule pant of tho total doses administered, such cases ware reviewad, I
these cases are considered as suspected TT5, the reporting rate of these events in India would be
around 0.61/million doses, which is much [ower than the & cases ! million reported by UK's regulatar
(BAHRA) o Lhe 10 cases [/ milllon doses réported by Germany, Based on UKE's reporting raty, there
should have been 360 cases of TT5 in India with 9 crore doses administered. Published scientific
literature shaws that thromboembolic phenomenan is aimast T0% |ess in South East Assan population
compared to those of European descent™*

fvailable AEFIdata from India doos not suggest any overall increase in clotting conditions such as deep
vEnous thiombosis or pulrmonary embolism following administration of COVID-19 vaccines: Aeporied
fates of thromboaemballe events after COVID-1% vaccines are in ling with the expected number of
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diaprioses of these conditions, Bath eonditions oceur naturally and afe not uncammon, They also ooour
in patients with COVID-19 infection,

Informatlan for healthcare professionals

Healtheare professionpls should be aftert 1o tha signs and symproms of TTS (thrombagmbokism and
thrombocytopenia syndrome), so that they can prompthy investigate snd 1rest people affected in line
with availabie guldelines,

Imvestigations for any suspected cases of thrombosis and thrombocytopeniz:

Blood
o Platedet count <150 107/ confirming Thrombocytopenia
& LCospulation screen-raised D-Dimer values (=4000 mog/L, suspect if the D-dimver laval
i5 2000-4000 mcg/L)
o Preserve serum sample for Antibodies to platelet factor 4 [PF4] which are defecred
using ELISA HIT assay.
Radio-imaging studias
CT/MARI spacifically for cerebro-vascular sinus thrombosls, haemarrhage, strokp

(v}

o ECHO heart for palmaonary embidism

o Radis-ruelaatide studles and CT chest for pulmanary embolism

o USE-doppler for thrombus in the pamal, splenic, mesanteric veins
o USGE-doppler of the limbs for desp vein thrombosis (DWT)

Unlikely a case ¢f TTS

Thrombocytopenis without thrombesis with Dedimer normal o near normal gnd normal
filbrinogen leval
Thrombosis with normal platelet count and B-dimer <2000 meg/L and notmal fibrinogen

Managemeant of Thrombosisand Thrombocoytopsnic Syndrome {TT5) at @ tertiary care hu-sgita_l“llm:lj
a5 District Hospital or Medical college, et

Administer Inbravenous immunoglobulin (IV-Ig} urgently, 1 gfg (divided into two days if
negded) as this is the troatmant most lkely toinfluarce the disesss process,

CORRECT fibrinogen levels. if needed, to ensure level does pot drop below 1.5 g/L, using
firinagen concantrate or cryoprecipitate

When fibrinogen iz =15 gL and platelers =30 «10%L consider Starting antlooagalation, If
anticoagulation is needed befora then, critical iness dose Argatroban can be considered,
initkally withaut dose escalation and maintaingd at low dode

ANTICOAGULATE with non-heparin-basad therapiss such as:DOACs (Direct-acting oral antis
coagulants), Argatroban, Fondaparinus or Dansparoid depending on the clinicsl pictuse,
Bieeding and thrombotic risk needs to be carcfully balanced and lowear doses may be
gppropriabe while plotelet count 4 stll low

steroids and plasma exchange should be considered and in particular iF there 5 a delay in
Eiving IV-Ig,

Ifmo overt thrombesis, but thrombeoytopenia with ralsed D Dimer, thrombe-prophylasis with
nen-heparin-Based anticoagulants should e considerad — balancing Bleeding and thromectic
risk. DOAL, fondaparinuy or danaparoid con be usad,

*Ambilance services should be made avallable for transportation/referral of the pationt Lo the tertlary
carn hospital,



AVOID [ollowing Interventions:

s Avoid platelet transfusions. Discuss any required interventions. [f neurosurgery 15 required,
this should not be delayed, and if the platelet count s 100 %10%/L a platetet transtusion will
ba appropriate after, or with, IV-ig

e AVOID 3l forms of heperin intluding heparin-based flushes, (it is unknown whether heparin
exacerbates the condition but untll further data is cheor, this is bast avelded|!

«  Aveld thrombopoiatin receptor agonists and Antiplatelet agents

AL discharge
»  Continue anticoagulation for at least 3 months, If thrombosis was anly artenal, once the 0.
dimer, platelats and fiorinogen have returned to normal, the patient can be switchied to an
artiplatelet agent and continued for thrae manths,
» Monitor the platelet count periodically to obsarve for possibie relapse.

Contraindications for the administration of COVISHIELD in the context of TTS:
Past history of major venous and arterial thrombosis oecurring with thrombocytopenia

Reporting of suspected TT5 cases;
s Suspected cases of TTS occurring within 20 days of vaccination shauld be reparted 1o the
vaccinator or the District Immunization Officer {010) In the Case Reporting Format fof
furthier reporting on Co-WIN app.

Covishield, the COVID-18 vaccing continues to have a definite positive benefit-risk profile, with
tremendous potential to mitigate the severity of infecticns and reduce deaths due to COVID- 18 across
the waorld and in India, Over 15.3 crore doses of Covishleld vaceine have beer administesed as of G8™
May 2021 in Indla. The Ministry of Health and Family Welfare will continue to maniter the safety of
all COVID-19 vaceines and promote reporting of suspected adverse avents
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Advisory for vaccine beneficiaries

Thrombosis and Thrombocytopenia Syndrome (TT5) eccurring after administration of COVID-13
VRLCInE |

Reparts of rare cases of thrombesls (blacd clotting) atsoclated with thrombocytopenia [low platelet
counts| = Thrombasls and Thrambocytopenla syndrome (TT5] - have been reported globally from
some countrles follawing the use of seme COVID 19 vaccinations perticulatly RstraZengod vacoing
[Covishield In india) and Johnson & Johnson's Janssen vaccing, The Warld Health Organization (WHO)
and drug regulators of EU, UK and USA are investigating these reports {1, 2], A causal rlaticnship
batween these rare ovents has not baen established at this time though it is considered 1o be plausible
by WHO [3]

In india, a review of reported 495 serlous and severe AEFI cases hy Nationsl AEFI Commitiee shows
onfy @ few cases clinically compatible with the diagnosis of TTS have been leentified Publistied
seientific literature shows that thromboembalic phenomenan is almeost 70% lpss bn South Ebst Asian
populstion compared 1o those of European descant (4, 5, BJ.

Information {or vaccine byneficiaries

A vaceine benaficiary vaccinated with any of the £OYID-18 vaceings, particulasly Covishield and having
gne or more of the symptams mentioned below |see B should be suspecked bo have Thrombods
and Thrambocytopenia Syndrome (TT5), {7)

symptoms occurring within 20 days after receiving any COVID 19 vaccine

[Recipient should report to the health facility where vaccine was administered)

" Shorbness of breath

¥ Chest Pain

" Pain in limbs / pain on pressing the limbs or swelling in the limbs (arm or calf)

. huttipla, pinhesd size réd spots or bruising of skin in an'area beyond the injection site

. persistent abdominal pain with or without vomiting

. Seizuras in the absence of pravious history of seizuris with or without vormiting

. Soyere and persistent headachas with or without vomiting {in the absence of previous
history of migraine or chronic headache)

. Weakness/paralysls of limbs.or any particularside or part of the body (includes cranial
ferve involvements]

. Persistent vomiting without any obylous reason

| = Blurred vision/ pain s eyes/Diplopia
# Mental status change / encephalopathy, depressed level af consciousness
" Ainy other symptom or health condition which is of concern to the recipient or the family

Contraindications for the administration of r_ﬂ‘ﬂSHlil.g_lq the context of TT5:

Past history of major venous and arterial thrombasis accurring with thromibocytopenia.

The Ministry of Heatth and Family Wetfare will continue to monitor the safaty of all COVID-19 vaccinas
anid promote reporting, Investigation and monitoring of suspected adverse events. Coulthieid, the
COVID-19 vaccine cantinues to have a definlte positive benefit-risk profile, with tremendous patential



to mitigate the severity of Infections and radude daaths due to COVIB-14 across tha world and inindia
Ower 153 erore doses of Covishield vaccine have been administered as of 08™ May 2021 In trichia,
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